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Biogenic amines are a collection of endogenous molecules that play pivotal roles as
neurotransmitters and hormones. In addition to the “classical” biogenic amines resulting
from decarboxylation of aromatic acids, including dopamine (DA), norepinephrine,
epinephrine, serotonin (5-HT), and histamine, other biogenic amines, present at much
lower concentrations in the central nervous system (CNS), and hence referred to
as “trace” amines (TAs), are now recognized to play significant neurophysiological
and behavioral functions. At the turn of the century, the discovery of the trace
amine-associated receptor 1 (TAAR1), a phylogenetically conserved G protein-coupled
receptor that is responsive to both TAs, such as β-phenylethylamine, octopamine,
and tyramine, and structurally-related amphetamines, unveiled mechanisms of action
for TAs other than interference with aminergic pathways, laying the foundations for
deciphering the functional significance of TAs and its mammalian CNS receptor, TAAR1.
Although, its molecular interactions and downstream targets have not been fully
elucidated, TAAR1 activation triggers accumulation of intracellular cAMP, modulates
PKA and PKC signaling and interferes with the β-arrestin2-dependent pathway via
G protein-independent mechanisms. TAAR1 is uniquely positioned to exert direct
control over DA and 5-HT neuronal firing and release, which has profound implications
for understanding the pathophysiology of, and therefore designing more efficacious
therapeutic interventions for, a range of neuropsychiatric disorders that involve aminergic
dysregulation, including Parkinson’s disease, schizophrenia, mood disorders, and
addiction. Indeed, the recent development of novel pharmacological tools targeting
TAAR1 has uncovered the remarkable potential of TAAR1-based medications as
new generation pharmacotherapies in neuropsychiatry. This review summarizes recent
developments in the study of TAs and TAAR1, their intricate neurochemistry and
pharmacology, and their relevance for neurodegenerative and neuropsychiatric disease.
Keywords: trace amines, trace amine-associated receptor 1, Parkinson’s disease, schizophrenia, mood disorders,
addiction
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INTRODUCTION
The classic biogenic amines, including dopamine (DA),
norepinephrine, epinephrine, serotonin (5-HT), and histamine,
are neurotransmitters that play vital roles in the regulation of
a wide variety of neurophysiological, behavioral, and cognitive
processes such as motor control, affect, motivation, learning,
and memory. Alterations in aminergic transmission have
been extensively documented in a broad range of neurological
disorders including Parkinson’s disease (PD), schizophrenia,
attention deficient hyperactivity disorder (ADHD), depression
and drug addiction, amongst others. Accordingly, the mainstay
pharmacological approach to the treatment for such conditions
has by and large relied on directly altering neurotransmission
of these classic monoamines. However, limited success has been
achieved thus far in the symptomatic relief in these disorders,
with direct manipulation of such neurotransmitter systems
being in some instances associated with untoward side effects.
In this regard, the DA system is a prototypical example. Chronic
L-DOPA treatment remains superior to other DA receptor
agonist-based interventions as symptomatic treatment for
PD but leads to long-term, debilitating motor complications
such as on-off fluctuations and dyskinesias (Kostic et al., 1991;
Fahn, 2000; Fabbrini et al., 2007; Kalia et al., 2013). Similarly,
neuroleptics, which are used for the treatment of psychotic and
bipolar disorder symptomatology, can cause extrapyramidal side-
effects characterized by acute dystonia, akathisia, parkinsonism,
and tardive dyskinesia (Ghaemi et al., 2006; Gao et al., 2008).
Moreover, the DA transporter (DAT) has long been targeted to
develop substitution treatments for drug addiction. However,
progress has been hindered by the potential abuse liability and
non-specific effects associated with replacement medications
based on DAT pharmacology, although promising results with
long-acting compounds have been reported (Desai et al., 2005;
Rothman et al., 2008; Ferragud et al., 2009; Tanda et al., 2009a,b;
Velazquez-Sanchez et al., 2009, 2010; Velázquez-Sánchez et al.,
2013; Reith et al., 2015). During the on-going search for more
efficacious medications in neuropsychiatry, the trace amine (TA)
transmitter system, a secondary amine system that is intimately
related to the classic biogenic amines, has attracted increasing
attention in recent years. TAs belong to a group of endogenous
amines whose neurobiological functions were largely neglected
until the breakthrough discovery of a group of G protein-
coupled receptors (GPCRs), the so-called trace amine-associated
receptors (TAARs), by two independent research groups in
2001 (Borowsky et al., 2001; Bunzow et al., 2001). Research
conducted in the past 15 years has concentrated primarily on
TAAR1, as the only member of this family of receptors that is
both responsive to TAs and phylogenetically conserved in the
mammalian brain (Borowsky et al., 2001; Lindemann et al.,
2005). TAAR1 has proved to be an important modulator of
the major biogenic amines and has begun to gain accumulated
support as a promising target for medicinal development in a
variety of neuropsychiatric disorders. In the current review we
summarize the latest advancements in understanding the role of
the TA system in the mammalian central nervous system (CNS),
focusing on its pharmacology and neurochemistry and on the
important implications of TAAR1 in the pathophysiology and
treatment of neuropsychiatric disorders that involve aminergic
dysregulation.
TRACE AMINES
TAs, including ρ-tyramine, m-tyramine, β-phenylethylamine
(β-PEA), m-octopamine, ρ-octopamine, tryptamine, and
synephrine are a group of endogenous amines found in both
invertebrate and vertebrate species (Berry, 2004). TAs have well-
documented roles in invertebrates as major neurotransmitters,
with octopamine believed to be the sympathetic nervous
system counterpart of norepinephrine in vertebrates (Robertson
and Juorio, 1976; Evans and O’Shea, 1977; Roeder, 1999). By
contrast, although the existence of TAs in the vertebrate brain
and peripheral nervous system has long been recognized, their
functions were largely unknown due to the apparent lack of
identified receptors specific for TAs, which prompted their
description as “false neurotransmitters” (Berry, 2004). TAs
are structurally similar to, and share same biosynthetic and
metabolic pathways with, the classic monoamines (Berry, 2004;
Ledonne et al., 2011). Initial studies postulated that TAs exerted
sympathomimetic actions in the vertebrate peripheral nervous
system, linking them to blood pressure regulation and electrolyte
homeostasis (Barger and Dale, 1910; Podder et al., 1979). This
notion can be traced back to the clinical observation of the
so-called “cheese reaction,” a hypertensive crisis experienced
by sensitive patients treated with monoamine oxidase (MAO)
inhibitor class of antidepressant drugs and exposed to aged
cheese and other types of processed food enriched in ρ-
tyramine produced through bacteria decarboxylation during
fermentation (Blackwell and Mabbitt, 1965; Boulton et al.,
1970; Rice et al., 1976; Stratton et al., 1991; Anderson et al.,
1993). It has been shown that peripheral tyramine releases
endogenous norepinephrine from peripheral stores, which in
turn stimulates adrenergic nerves, a process responsible for its
indirect sympathetic action (Crout et al., 1962; Tapper et al.,
1981).
In the CNS, TAs are present at low nanomolar concentrations
at a range that is several hundred-fold below that of the classical
neurotransmitters, which can be linked to their extremely
rapid turnover rate and a very short half-life of around
30 s (Burden and Philips, 1980; Berry, 2004). TAs exhibit
a heterogeneous distribution that closely parallels the classic
monoaminergic projection pathways, with enhanced expression
in the nigrostriatal and mesolimbic dopaminergic pathways
(Philips, 1984). Evidence suggests that some TAs, including
ρ-tyramine, β-PEA, and tryptamine, are synthesized within
nigrostriatal DA neurons while ρ-octopamine is synthesized
within adrenergic neurons (Berry, 2004). However, as indicated
previously, TAs were regarded for a considerable time as
mere metabolic by-products of other neurotransmitters and
having little neurophysiological significance in their own right.
In subsequent studies, TAs were classified as endogenous
neuromodulators that regulated, and were themselves susceptible
to regulation by, co-existing neurotransmitters (Berry, 2004).
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Indeed, ample evidence has demonstrated an intimate functional
inter-regulation between TAs and the classic monoamines,
especially DA. First, changes in monoamine activity are able
to alter TA levels. For example, while reductions in striatal
levels of β-PEA (Juorio et al., 1991) and ρ-tyramine (Jones
et al., 1983) were found to increase DA release triggered by
electrical stimulation of the substantia nigra, inhibition of DA
neurotransmission led to an elevated accumulation rate of β-
PEA in the striatum (Juorio et al., 1991). Reciprocally, TAs
appeared to potentiate the efficacy of synaptic transmission
mediated by these monoamines (Philips, 1984; Burchett and
Hicks, 2006). For instance, administration of MAO-B inhibitors,
which increased β-PEA levels above their physiological range,
enhanced the striatal neuronal response to DA (Berry et al., 1994)
and DA agonists (Paterson et al., 1991). Moreover, iontophoretic
application of β-PEA elicited a potentiated cortical neuronal
response to norepinephrine (Paterson and Boulton, 1988;
Paterson, 1993). Similarly, iontophoretic ejection of ρ-tyramine,
m-tyramine, and β-PEA applied at weak currents increased the
cortical neuronal response to DA (Jones and Boulton, 1980).
Likewise, application of octopamine through weak iontophoretic
currents enhanced both inhibitory and excitatory neuronal
response mediated by norepinephrine (Jones, 1982a). The effect
of tryptamine on 5-HT neurotransmission appeared to be more
complex as both a depression and potentiation of 5-HT-mediated
neuronal effects were observed, which might be accounted for
by the biphasic effects of 5-HT itself on cortical neuron activity
(Jones, 1982b). Taken together, these findings suggest that TAs
are likely to serve as a fine-tuning mechanism that keeps a
balanced monoaminergic tone by responding to endogenous- or
exogenous-induced monoamine fluctuations, a process that may
be partly mediated through interaction with specific receptors for
TAs (Berry, 2004).
Given the abovementioned reciprocal relationship between
TAs and monoamines, it is not surprising that dysfunction of TA
signaling has been historically associated with an ample spectrum
of neurological pathologies that involve changes in monoamine
function. For example, a reduced level of urinary excretion
of β-PEA was found in children with ADHD (Baker et al.,
1991). Moreover, while deficient synthesis of two TAs, tyramine,
and octopamine (Sandler et al., 1979), and decreased urinary
excretion of β-PEA (Wolf and Mosnaim, 1983), have been
found in patients with depressive disorders, PEA replacement
treatment produced long-lasting relief of depression in a patient
population (Sabelli et al., 1995). Furthermore, women with
bipolar affective disorder show very high rate of urinary β-PEA
excretion whilst MAO inhibitors, which further increased β-PEA
excretion, exacerbated their symptoms (Karoum et al., 1982).
In addition, chronic treatment with the psychotogenic drugs,
lysergic acid diethylamide (LSD) and phencyclidine, produced
upregulation of aromatic L-amino acid decarboxylase (AADC,
an enzyme that catalyses the synthesis of β-PEA) mRNA levels,
indicating that over-production of β-PEA may be involved
in the pathogenesis of psychotic syndromes (Buckland et al.,
1997). Indeed, urinary β-PEA level was found to be significantly
elevated in paranoid chronic schizophrenics (Potkin et al.,
1979).
TAs have also been implicated in the action of
psychostimulants and, more widely, in drug addiction. For
example, β-PEA bears close structural and pharmacological
similarity with the central stimulant, amphetamine (Tinklenberg
et al., 1978; Janssen et al., 1999). At concentrations that were
several orders of magnitude above its normal physiological
range, β-PEA induced amphetamine-like effects in rodents
and monkeys, including hyperactivity (Dourish, 1985) and
stereotypic behavior (Borison et al., 1977; Tinklenberg et al.,
1978). This evidence led to the characterization of β-PEA
as brain “endogenous amphetamine” (Janssen et al., 1999).
Moreover, β-PEA activity is altered by exogenous application of
d-amphetamine. Acute application of d-amphetamine resulted
in an initial decrease and a subsequent increase in brain
level of β-PEA in rabbits (Borison et al., 1975). Also, chronic
administration of amphetamine in rats downregulated AADC
mRNA levels, which could in turn lead to decreased β-PEA
activity (Buckland et al., 1996). On the other hand, certain
behavioral effects of amphetamine appeared to be dependent
on β-PEA levels as depletion of brain β-PEA blocked the
motor-stimulating effect of d-amphetamine in mice and rabbits
(Borison et al., 1975).
Furthermore, evidence has accrued on the ability of TAs
to modulate brain reward (i.e., the subjective experience
of pleasure) and reinforcement (i.e., the strengthening of a
conditioned response by a given stimulus; Greenshaw, 1984),
suggesting the involvement of the TAs in the neurological
adaptations underlying drug addiction, a chronic relapsing
syndrome characterized by compulsive drug taking, inability to
control drug intake and dysphoria when access to the drug is
prevented (Koob, 2009). Consistent with its hypothesized role
as “endogenous amphetamine,” β-PEA was shown to possess
reinforcing properties, a defining feature that underlies the abuse
liability of amphetamine and other psychomotor stimulants.
β-PEA was also as effective as amphetamine in its ability to
produce conditioned place preference (i.e., the process by which
an organism learns an association between drug effects and
a particular place or context) in rats (Gilbert and Cooper,
1983) and was readily self-administered by dogs that had a
stable history (i.e., consisting of early acquisition and later
maintenance) of amphetamine or cocaine self-administration
(Risner and Jones, 1977; Shannon and Thompson, 1984). In
another study, high concentrations of β-PEA dose-dependently
maintained responding in monkeys that were previously
trained to self-administer cocaine, and pretreatment with a
MAO-B inhibitor, which delayed β-PEA deactivation, further
increased response rates (Bergman et al., 2001). However,
other studies have revealed an opposing action of TAs on
brain reward. In rats that responded at threshold levels for
intracranial self-stimulation (ICSS) of the lateral hypothalamus,
tryptamine antagonists not only caused dose-related increases
when given alone but also potentiated the facilitating effects
of amphetamine (Silveira Filho and Graeff, 1977). Conversely,
systematic application of tryptamine decreased intracranial self-
stimulation (ICSS) in both the medial raphe nucleus and
the lateral hypothalamus (Broadbent and Greenshaw, 1985).
These findings suggest an inhibitory regulation of brain reward
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processing via the tryptamine-mediated pathway. Also, in sharp
contrast to the conditioned place preference produced by β-PEA,
as noted above, tryptamine induced conditioned taste aversion to
a novel saccharin solution in rats (Fletcher, 1986), suggesting a
negative influence on reward-related behavior. Moreover, while
little is known about the role of octopamine in brain reward
in vertebrates, the functional contribution of octopamine to
reward-associated learning has been well-documented in insects
(Hammer, 1997; Unoki et al., 2006; Perry and Barron, 2013).
Studies conducted inDrosophila suggest that tyramine is essential
for the development of cocaine sensitization (McClung and
Hirsh, 1999), a phenomenon thought to share similar underlying
neuroadaptive mechanisms to those mediating craving and
relapse (Kalivas et al., 1998).
Although these findings have underscored the implication of
TAs in key behavioral and neurological functions, the signaling
mechanisms and downstreammolecular targets to which they are
coupled have remained unclear until recently. For a considerable
time, the prevailing view regarding the mode of action of TAs
held two possible routes of action (Sotnikova et al., 2004; Burchett
and Hicks, 2006). First, it was suggested that TAs interact with
plasma membrane transporters to inhibit monoamine uptake
and induce eﬄux through reverse transport or interfere with
monoamine vesicular storage to displace the classic monoamines
from their storage pool (Raiteri et al., 1977; Parker and
Cubeddu, 1988). Second, TAs could bind to yet unidentified
TA-sensitive signaling proteins located on pre- or post-synaptic
neurons containing GPCRs for the classic monoamines, thereby
modulating their corresponding intracellular second messenger
pathways (Premont et al., 2001; Sotnikova et al., 2004; Burchett
and Hicks, 2006). Moreover, in addition to altering the major
aminergic pathways, TAs have been shown to modulate neuronal
signaling mediated by other important neurotransmitters, such
as gamma-aminobutyric acid (GABA; Berretta et al., 2005;
Federici et al., 2005) and acetylcholine (Kato et al., 2001; Ishida
et al., 2005), but the functional relevance of such interactions is
not well-understood at present.
IDENTIFICATION OF TAAR FAMILY
Progress in the characterization of the neurobiological functions
of TAs has been hampered by the difficulty in identifying their
specific receptor targets and the lack of selective agonists and
antagonists for such receptors. Although, saturable high-affinity
binding sites distinct from the amine transporters and receptors
had been identified in the mammalian brain (Kellar and Cascio,
1982; Brüning and Rommelspacher, 1984; McCormack et al.,
1986; Nguyen and Juorio, 1989), it was at the beginning of
the twenty-first century that two research groups independently
reported the cloning and identification of a novel family of
mammalian GPCRs (Borowsky et al., 2001; Bunzow et al., 2001).
Such receptors, including several orphan receptors, shared an
unusually high degree of sequence homology and some were
directly activated by TAs. The discovery of receptors for TAs
supported their role as bona fide neurotransmitters, this is, as
molecules able to trigger cellular events directly, and led to a
renewed interest in the TAs and their biological functions. In
subsequent studies, Lindemann and collaborators proposed a
uniform nomenclature for this newly discovered GPCR family,
together with closely related receptors, as trace-amine-associated
receptors (TAARs), acknowledging the fact that some members
are unresponsive to TAs (Lindemann et al., 2005). Further,
work by the same group completed the identification of all
members of this GPCR family in rats, mice, chimpanzees, and
humans, demonstrating remarkable differences in the number
of receptor genes and the proportion of pseudogenes amongst
the four species (Lindemann et al., 2005). There are nine TAAR
genes in human including three pseudogenes; nine genes in
chimpanzee including six pseudogenes; 19 and 16 in rat and
mouse with two and one being pseudogenes, respectively. In
spite of these significant inter-species differences, three TAAR
subfamilies were identified based on phylogenetic relationships
and pharmacophore similarities, which remained consistent
across all of the four species (Lindemann et al., 2005). The three
subfamilies consist of TAARs 1–4, TAAR5, and TAARs 6–9, with
each subgroup represented by at least one functional TAAR gene.
Not surprisingly, the only two receptors that are activated by TAs,
namely TAAR1 and TAAR4, both belong to the first subfamily,
supporting a functional basis for the classification (Lindemann
et al., 2005). While TAAR1 is sensitive to all TAs and the TAAR1
gene is phylogenetically conserved in all the studied species
including human, TAAR4 is a pseudogene in the human genome
and rat TAAR4 responds only to β-PEA and tyramine, although
to a much lesser degree than TAAR1 (Borowsky et al., 2001;
Bunzow et al., 2001; Lindemann et al., 2005). As a result, TAAR1
has received by far the most attention over the past decade and




TAAR1 couples to a Gαs G protein and, upon stimulation,
triggers accumulation of intracellular cAMP via adenylyl cyclase
activation and stimulates inwardly rectifying K+ channels
(Borowsky et al., 2001; Bunzow et al., 2001; Miller et al., 2005;
Xie et al., 2007; Bradaia et al., 2009). TAAR1 activation can
also lead to PKA and PKC phosphorylation and upregulation
of the transcription factors, CREB and NFAT (Panas et al.,
2012). TAAR1 also signals via a G-protein independent, β-
arrestin2-dependent pathway involving the protein kinase B
(AKT)/glycogen synthase kinase 3 (GSK-3) β signaling cascade,
an important player in many DA-mediated actions (Harmeier
et al., 2015; Figure 1). Among the TAs, β-PEA and tyramine
are the most potent activators at TAAR1, with β-PEA being
more potent than tyramine at human and mouse TAAR1, with
the opposite being true at rat TAAR1 (Bunzow et al., 2001;
Grandy, 2007; Wainscott et al., 2007). Strikingly, in addition
to TAs as principal binding ligands, TAAR1 is also activated
by a vast variety of endogenous and exogenous molecules,
including the major catecholamines, DA, norepinephrine, and 5-
HT and some of theirmetabolites, amphetamine-like compounds
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FIGURE 1 | Trace amine-associated receptor 1 (TAAR1), a TA- and amphetamine-activated GPCR, at a DA synapse. Amphetamines enter the presynaptic
neurons through competitive reuptake inhibition of the DA transporter (DAT) and by diffusion through presynaptic membranes, causing release of DA by way of
vesicular monoamine transporter-mediated exocytosis and reverse transport through the DAT. Both amphetamines and endogenous TAs activate TAAR1, leading to
adenylyl cyclase (AC) activation and downstream stimulation of PKA/PKC. Like D2R, TAAR1 also signals via a G-protein independent, β-arrestin2-dependent pathway
involving the protein kinase B (AKT)/glycogen synthase kinase 3 (GSK-3) β signaling cascade. In the case of striatal D2R, β-arrestin 2 has been shown to enhance the
interaction between AKT and protein phosphatase 2A thereby resulting in AKT inactivation and increased activation of GSK-3. D2s are also GPCRs which when
attached to TAAR1 form heterodimeric complexes. Interaction of TAAR1 with D2R reduces β-arrestin 2 recruitment to D2R and the ability of D2R to decrease cAMP
production, whereas β-arrestin 2 signaling is enhanced, resulting in reduced GSK-3 activation. In addition, phosphorylation of the DAT through TAAR1-stimulated
activation has been shown to lead to DAT internalization, which may result in reduced DA uptake under certain conditions.
including amphetamine itself, methamphetamine and 3,4-
methylenedioxymethamphetamine (MDMA), ergot derivatives
including LSD, and several adrenergic ligands (Bunzow et al.,
2001), as well as certain thyroid hormones derivatives (Hart et al.,
2006). Studies aiming at determining TAAR1 distribution in
the mammalian system have consistently reported a widespread
and unique pattern of TAAR1 mRNA or protein expression in
the central and peripheral nervous system in human, mouse,
rat, and rhesus monkey. In the brain, TAAR1 mRNA has
been detected throughout the limbic system and in regions
associated with the major monoaminergic pathways, including
the ventral tegmental area (VTA), substantia nigra (SNr), locus
coeruleus, raphe nucleus, caudate nucleus, putamen, nucleus
accumbens (NAc), hippocampus, hypothalamus, and amygdala
(Borowsky et al., 2001; Bunzow et al., 2001; Miller et al., 2005;
Xie et al., 2007; Lindemann et al., 2008; Espinoza et al., 2015). In
addition to subcortical areas, TAAR1 is also expressed in cortical
regions, especially in layer V pyramidal neurons of the prefrontal
cortex (PFC; Espinoza et al., 2015). The cellular distribution of
TAAR1 is predominantly intracellular, with diffuse expression
within the perikaryon and along axonal processes, and sparse
membrane-associated neuronal expression (Bunzow et al., 2001;
Xie et al., 2007). Therefore, it has been postulated that the
intracellular TAAR1 might recruit an accessory protein for
translocation to the plasma membrane (Bunzow et al., 2001)
or indeed might signal intracellularly, given the accessibility
of several TAAR1 endogenous ligands within the cytoplasm
and the ability of intracellular GPCRs to exert downstream
effects (Xie et al., 2007; Lam et al., 2015). Remarkably, TAAR1
is colocalized with DAT in a subset of DA neurons, and/or
expressed in neurons that are in close apposition to DAT-
expressing neurons inmouse and rhesusmonkey substantia nigra
(Xie et al., 2007). There is also evidence suggesting co-expression
of TAAR1 with the norepinephrine transporter in adrenergic
neurons in the rhesus monkey locus coeruleus, as well as co-
localization with 5-HT transporter in serotonergic neurons in
the mouse dorsal raphe nucleus (Lindemann et al., 2008; Xie
et al., 2008). The neuroanatomical distribution of TAAR1 in
relation to the major monoamine systems suggests that TAAR1
might be in a position to regulate monoaminergic transmission
through direct interactions with monoamine transporters and
presynaptic autoreceptors co-expressed with TAAR1 within
single neurons, or by way of intercellular communication with
nearby monoaminergic neurons. In the next section we will
review evidence from different research lines in support of such
fundamental neurochemical interactions.
FUNCTIONAL INTERACTION OF TAAR1
WITH BRAIN MONOAMINE SYSTEMS
Studies with heterologous expression systems and brain
synaptosomes have revealed a complex tripartite relationship
between TAAR1, monoamine transporters, and monoamine
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autoreceptors in vitro. First, in such in vitro preparations, TAAR1
activation by agonist ligands, including TAs, the classic biogenic
amines, and drugs of the amphetamine-class, was shown to be
markedly enhanced by co-transfecting TAAR1 with monoamine
transporters (Miller et al., 2005; Xie et al., 2007). Since, these
TAAR1 agonists are also substrates at monoamine transporters,
it has been hypothesized that the monoamine transporters might
serve as conduits for the entry of TAAR1 agonists into the
synaptic terminal such that activation of intracellular TAAR1
can occur (Miller et al., 2005; Xie et al., 2007; Miller, 2011).
Alternatively, the transporter-mediated agonist uptake might
trigger trafficking of TAAR1 into the plasma membrane (Xie
et al., 2007). Additionally, such in vitro assays have revealed
that TAAR1 activation functionally downregulates the activity
of monoamine transporters. In cells co-transfected with both
TAAR1 and one of the main aminergic transporters, TAAR1
activation by DA, norepinephrine or 5-HT led to functional
inhibition of the co-expressed transporter, reducing uptake, and
increasing eﬄux of the associated neurotransmitter (Xie et al.,
2008).
Moreover, further evidence suggests that both TAAR1
and monoamine autoreceptor activation modulate monoamine
transporter function reciprocally by way of opposing interactions
on aminergic transmission (Xie et al., 2008). While TAAR1
activation promotes eﬄux of monoamines through their
transporter proteins, autoreceptor activation leads to increases
in the uptake of classical biogenic amines in monkey and
wild-type mouse striatal and thalamic synaptosomes, with this
effect being absent in synaptosomes from TAAR1 knockout
(KO) mouse (Xie et al., 2008). The same authors showed
that when the DA, norepinephrine and 5-HT transporters
were co-transfected with D2s, α2A, or 5-HT1B autoreceptors,
uptake of the respective amine transmitter was significantly
enhanced. Similarly, norepinephrine and 5-HT also reduced
retention of the preloaded neurotransmitter in the presence of the
specific autoreceptor antagonist in both monkey and wild-type
mouse, but not in TAAR1 KO, synaptosomes. TAAR1-dependent
monoamine eﬄux has been attributed to reversed transport of
monoamines through their corresponding transporters resulting
from TAAR1-mediated intracellular cAMP accumulation and
substrate phosphorylation (Xie et al., 2008). Together, these
findings indicate that the classical biogenic amines interact
with both TAAR1 and monoamine autoreceptors to regulate
transporter function. Thus, a concept of presynaptic receptor
balancing has been proposed whereby TAAR1 and monoamine
autoreceptors equilibrate monoamine activity, with the former
inhibiting uptake and the latter facilitating it (Xie et al., 2008; Xie
and Miller, 2009b).
More recent evidence from both in vitro and in vivo
studies suggests a direct interaction of TAAR1 with monoamine
autoreceptors that may underlie the presynaptic receptor
balancing previously proposed. First, TAAR1 and D2s receptors,
when co-expressed in cells, were able to form constitutive
heterodimers in plasma membrane, thus allowing functional
regulation of these two GPCR and/or other cellular substrates
(Espinoza et al., 2011). Indeed, both total and membrane
expression level of TAAR1 was decreased by co-expressing it with
D2s in the same cells (Espinoza et al., 2011). Such interactions
between TAAR1 and D2s receptors are in part mediated by
receptor heterodimerization. Previously, it was shown that co-
transfecting D2s, α2A, or α2B, or 5-HT1A or 5-HT1B along
with TAAR1 attenuated TAAR1 activation-induced intracellular
cAMP in response to DA, norepinephrine or 5-HT, respectively
(Xie et al., 2008). Thus, the facilitating effects of autoreceptor
activation on monoamine transporter function could result from
either direct enhancement or suppression of TAAR1-mediated
inhibition of transporter function. It is important to note that
more recent studies indicate that TAAR1 activation may also
potentiate D2s-mediated inhibition of monoamine transmission,
an effect that is lacking in TAAR1 KO mice (Leo et al., 2014).
Similarly, previous findings indicated that activating TAAR1
with specific agonists increased agonist potency at 5-HT1A
receptors whereas selective blockade of TAAR1 produced the
opposite effects (Revel et al., 2011). Collectively, these findings
suggest that TAAR1 stimulation may have dual effects on
monoaminergic activity. While TAAR1’s direct inhibition of the
monoamine transporter may result in extracellular monoamine
accumulation, TAAR1-mediated upregulation of monoamine
autoreceptors may lead to enhanced transporter function and
depressed monoamine transmission. However, it is important
to bear in mind that controversy exists as to the existence of
functional in vivo receptor couplings and caution should be taken
when assessing the findings on in vitro heterodimerization and its
functional consequences. For example, whilst hetero-oligomers
of G-protein-coupled receptors have become the subject of much
research due to their potential ability to signal differently from
their component receptors, which could have implications for
the development of novel pharmacotherapies, the identification
of such complexes in vivo has been challenging (Frederick et al.,
2015). Thus the validity of this approach needs to be carefully
considered.
Therefore, it would appear that the relative activation of
TAAR1 and D2s receptors by endogenous or exogenous ligands
critically determines the net output of monoaminergic systems
through key effects on transporter regulation (Xie and Miller,
2009b). Unlike the common biogenic amines, which activate
both types of receptors, the endogenous TAs are agonists at
TAAR1 only. Consequently, selective TAAR1 stimulation by TAs
or specific agonists is distinct from TAAR1 activation by classical
monoamines in that these trigger inhibitory modulation of
TAAR1 through autoreceptor co-stimulation. Not surprisingly,
in vitro, the co-expression of monoamine autoreceptors with
TAAR1 attenuated TAAR1 signaling in response to common
monoamines, but not to β-PEA (Xie and Miller, 2008). In
agreement with these findings, while the common biogenic
amines significantly enhanced uptake in cells co-transfected with
the respective monoamine autoreceptors and transporters, β-
PEA did not (Xie and Miller, 2008).
Further, accentuating the complexity of TAAR1 molecular
interactions atmonoamine synapses, recent studies have unveiled
regulatory effects of TAAR1 signaling on post-synaptic D2
receptors. While TAAR1 KO mice had impaired striatal
presynaptic D2s-mediated autoinhibition (Leo et al., 2014),
they also exhibited upregulation of striatal post-synaptic D2
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receptors mRNA and overactivity of D2 receptor-mediated
G protein/cAMP-independent, β-arrestin2-dependent signaling
pathway (Espinoza et al., 2015). D2 receptor activation through
β-arrestin2 has been shown to dephosphorylate AKT and its
downstream target GSK3β, leading to inhibited AKT activity
and subsequent increase in GSK3β signaling (Beaulieu et al.,
2011). Decreased phosphorylation of AKT with concomitant
elevation of GSK3β is associated with excessive dopaminergic
stimulation, as produced either by indirect DA agonists including
psychostimulants, such as amphetamine and cocaine, or by DAT
deletion (Beaulieu et al., 2004; Li and Gao, 2011). Conversely,
pharmacological or genetic inhibition of GSK3β reversed DA-
stimulated behaviors and reduced the effects of psychostimulants
(Beaulieu et al., 2004, 2005; Li and Gao, 2011). Therefore, the
finding that striatal D2 receptors and associated AKT/GSK3β
signaling pathway are upregulated in TAAR1 KO mice suggests
that TAAR1 activation may counteract DA signaling at post-
synaptic sites, although this effect is likely to be indirect.
A recent study reported that the formation of heteromeric
complexes between TAAR1 and D2 receptors not only reduces
TAAR1-stimulated cAMP accumulation, but also shifts β-
arrestin2 recruitment from activated D2 receptors to activated
TAAR1 (Harmeier et al., 2015). Thus this complementary
evidence suggests that TAAR1 may be able to downregulate DA
transmission not only by potentiating D2s-mediated presynaptic
autoinhibition but also through inhibiting D2 receptor-mediated
postsynaptic signaling. In support of this notion, mice with
TAAR1 depletion exhibited greater locomotor activity compared
to wild-type counterparts when challenged with quinpirole, a D2-
like receptor agonist that is known to inhibit locomotion at low
doses via stimulating presynaptic D2s and enhance locomotion
at high doses by activating post-synaptic D2-like receptors,
suggesting that TAAR1 deletion may induce super-sensitivity of
post-synaptic D2-like receptors (Espinoza et al., 2015).
Taken together, these findings suggest that multidirectional
interactions occur between TAAR1 and monoamine molecular
targets at both pre- and post-synaptic sites. However, knowledge
derived from evidence at cellular and molecular levels raises the
question as to the ultimate functional outcome of these complex
interactions and the exact neurophysiological role of TAAR1.
Inspection of the neurological and behavioral adaptations
exhibited by transgenic mice with TAAR1modifications provides
additional insight into this question. Compared to wild-type
littermates, TAAR1 KO mice exhibited no differences in general
health indicators as well as general motor function (Wolinsky
et al., 2007; Lindemann et al., 2008) but displayed deficits
in pre-pulse inhibition of acoustic startle, a DA-dependent
response, indicating impaired sensorimotor gating (Wolinsky
et al., 2007). Moreover, these KO mice had elevated spontaneous
firing frequency and depolarized resting membrane potential of
DA neurons in the VTA (Lindemann et al., 2008), amplified
spontaneous spike rate of 5-HT neurons in the dorsal raphe
nucleus (Revel et al., 2011), and increased extracellular DA in
the NAc (Leo et al., 2014). Likewise, they showed enhanced
sensitivity to amphetamine-induced locomotor activity and
increased extracellular DA, norepinephrine, and 5-HT levels in
the striatum (Wolinsky et al., 2007; Lindemann et al., 2008),
and methamphetamine-induced conditioned place preference
(Achat-Mendes et al., 2012). When challenged with MDMA
(“ecstasy”), the wild-type mice displayed dose-dependent,
biphasic thermoregulatory responses with early hypothermia
followed by hyperthermia, but TAAR1 KO mice only showed
long-lasting hyperthermia accompanied by supersensitivity to
MDMA-stimulated locomotor activity and release of DA and 5-
HT in the NAc and dorsal striatum, and of DA in the frontal
cortex (Di Cara et al., 2011).
By contrast, mice engineered to overexpress TAAR1 showed
unaltered spontaneous locomotor activity but hyposensitivity to
amphetamine-induced psychomotor activity and catecholamine
release in the NAc (Revel et al., 2012a). Taken together,
these findings suggest that TAAR1 may be constitutively
active or tonically activated by ambient levels of endogenous
amines to exert an inhibitory influence on monoaminergic
neurotransmission. Furthermore, these data suggest that TAAR1
activation may reduce the potentiation of monoaminergic
transmission elicited by motor stimulant drugs. TAAR1
activation by amphetamine, methamphetamine and MDMA,
which are themselves agonists at TAAR1, may reduce the
neurochemical and behavioral actions of these drugs (Lindemann
et al., 2008; Di Cara et al., 2011; Miller, 2011).
Studies with the most recently engineered highly selective
TAAR1 agonists and antagonists have provided more direct
evidence for TAAR1’s inhibitory influence on monoamine
transmission. The selective TAAR1 antagonist, EPPTB, increased
the firing rate of DA neurons in mouse VTA (Bradaia et al.,
2009), which is in agreement with the notion that TAAR1 is
constitutively active or tonically activated by ambient levels
of amines to downregulate DA activity. Moreover, while the
selective TAAR1 full agonists, RO5166017 and RO5256390,
decreased the firing frequency of DA neurons in the VTA
and of 5-HT neurons in the dorsal raphe nucleus, the partial
agonists, RO5203648 and RO5263397, enhanced the firing rate
of these same neurons, further suggesting high constitutive
activity or tonic activation of TAAR1, that serves to keep
monoamine transmission in balance. These findings have led
to the suggestion that pharmacological TAAR1 activation may
provide a means to modulate altered DA transmission in
pathophysiological states (Revel et al., 2011, 2012a, 2013).
Subsequent studies have reported findings in agreement with
this possibility. Whereas the full agonist, RO5166017, reduced
electrically evoked DA release in both the dorsal striatum
and NAc in slices of mouse brain, the antagonist, EPPTB,
increased NAc DA release (Leo et al., 2014). Further, the
partial agonist, RO5203648, prevented cocaine-induced DA-
overflow, in vitro, (Pei et al., 2014) and transiently attenuated
methamphetamine-induced DA accumulation in the NAc, in
vivo (Cotter et al., 2015), although it increased the firing
rate of DA neurons in the VTA under basal conditions. In
behavioral experiments, both full and partial agonists blocked the
hyperlocomotion induced by cocaine or amphetamine in wild-
type mice and mutant mice with genetic DAT deletion (Revel
et al., 2011, 2012a, 2013). Collectively, these findings strongly
support a role for TAAR1 as a regulator or stabilizer of the DA
system.
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TAAR1 LIGANDS AND IMPLICATIONS
The discovery of TAAR1 as a distinguishable binding site for
TAs not only supported the categorisation of TAs as bona
fide neurotransmitters but also unveiled a potential underlying
mechanism linking various neuropsychiatric disorders with
dysfunction of the TA system. As discussed above, TAAR1
activation by TAs can regulate monoamine transporter and
monoamine transmission, supporting TAAR1 as the action site
throughwhich TAs exert control on neurophysiological processes
(Xie and Miller, 2008). However, caution should be exerted
when attributing TAs’ effects to TAAR1 because routes of
action other than TAAR1 may also exist for TAs (Van Nguyen
et al., 1989; Vaccari, 1993; Borowsky et al., 2001). For example,
evidence has revealed that β-PEA and tyramine reversibly
reduced D2s autoreceptor-mediated G-protein-gated inward
rectifier K+ channel currents in mice midbrain DA neurons
by acting at sites other than TAAR1 (Ledonne et al., 2010).
Additionally, several by-products of catecholamine metabolism
exert actions at TAAR1. 3-methoxytyramine, normetanephrine,
and metanephrine, the meta-O-methyl metabolites of DA,
norepinephrine, and adrenaline, respectively, cause TAAR1-
stimulated cAMP elevations with significantly higher potencies
than those achieved by their parent catecholamine (e.g., 3-MT vs,
DA—2-fold; (±)NMN vs norepinephrine (0.1)—4-fold; (±)MN
vs. epinephrine—2.5-fold; Bunzow et al., 2001). Given that these
metabolites are generally considered as biologically inactive
degradation products, the discovery of their high binding affinity
at TAAR1 suggests that their importance may be greater than
previously recognized. Furthermore, the direct DA agonists
apomorphine and bromocriptine were found to activate TAAR1
in vitro (Bunzow et al., 2001). Although, the degree to which
their possible interaction with TAAR1 contributes to their
physiological and behavioral effects in vivo remains speculative,
recent evidence suggests that certain characteristic stereotypic
behaviors, such as climbing and licking, induced by high doses
of apomorphine, are at least partially mediated by TAAR1
(Sukhanov et al., 2014).
In view of the structural similarity between amphetamine-
like compounds and β-PEA, it is not surprising that
amphetamine and some amphetamine derivatives, including
methamphetamine, MDMA, and 2-amino, 1-[2,5-dimethoxy-4-
iodophenyl]-propane (DOI), are direct agonists at TAAR1. Their
ability to stimulate cAMP production has been consistently
reported at mouse, rat, rhesus monkey, and human TAAR1
expressed in various model cell systems, with potencies
comparable to, or slightly weaker than, β-PEA or tyramine,
although species differences and isomer-stereoselectivity in
agonistic potency and efficacy were also noticed (Bunzow et al.,
2001; Miller et al., 2005; Reese et al., 2007; Wainscott et al.,
2007; Barak et al., 2008). Drugs in the amphetamine-class are
well-known for their ability to increase extracellular levels of
monoamines in the brain mainly by acting as monoamine
transporter substrates, competing with monoamines for
reuptake, causing transporter internalization, and promoting
transporter-mediated eﬄux (reverse transport) (Khoshbouei
et al., 2003, 2004; Elliott and Beveridge, 2005; Han and
Gu, 2006). They also interfere with vesicular monoamine
transporter-2, depleting monoamine vesicular storage, and
increasing cytosolic monoamine availability for reverse transport
(Brown et al., 2002; Partilla et al., 2006; Lizarraga et al., 2015;
Freyberg et al., 2016). The potent DA-releasing capacity of
these psychostimulants critically underlies their reinforcing
properties and abuse liability (Marona-Lewicka et al., 1996;
Howell and Kimmel, 2008). The magnitude of amphetamine-
induced DA release in the ventral striatum has been positively
correlated with subjective experience of euphoria (Drevets
et al., 2001) and self-reported drug-wanting in humans (Leyton
et al., 2002). In this regard, the identification of TAAR1 as
a novel target for amphetamine and related drugs reveals a
previously unrecognized mechanism of action for stimulant
drugs and brings about a new opportunity for developing
efficacious anti-addiction agents. Studies using transfected cells
and rhesus monkey and mouse brain striatal synaptosomes
showed that methamphetamine activation of TAAR1 triggers a
series of cellular phosphorylation cascades, leading to reduced
DA uptake, enhanced DA eﬄux, and DAT internalization,
which partially contribute to the known DA-releasing effects
of methamphetamine (Xie and Miller, 2009a). These actions
of methamphetamine at TAAR1 suggest that pharmacological
modulation of TAAR1 may hold promise as a therapeutic
tool in methamphetamine addiction. Amphetamines possess
therapeutic value themselves although their abuse potential
strongly limits their long-term efficacy. Amphetamine is used as
a treatment for ADHD, which has been associated with impaired
monoaminergic modulation of prefrontal cortical function
(Bymaster et al., 2002; Arnsten, 2006) and for narcolepsy and
obesity, which are also associated with deficits in DA function
(Mefford et al., 1983; Mitler and Hajdukovic, 1991; Wang
et al., 2001; Geiger et al., 2009). The cognitive-enhancing,
anti-narcoleptic, and anorexigenic effects of amphetamine
have been attributed to its ability to increase monoamine
transmission (Nishino et al., 1997; Wang et al., 2001; Wisor
et al., 2001; Arnsten, 2006). The discovery that amphetamine-
like compounds activate TAAR1 raises the possibility that
TAAR1 may serve as target for therapeutic intervention
in these neurological and psychopathological conditions,
especially taking into consideration that TAAR1 can exert
direct control over DA function, as described in the preceding
sections.
Finally, an interesting finding is that several efficacious
ligands at TAAR1 are known as antagonists at biogenic
amine receptors or inhibitors of monoamine transporters.
For example, the adrenergic or serotonergic antagonists
phentolamine, tolazoline, and cyproheptadine, and the
non-substrate DA transporter inhibitors, nomifensine, and
1-methyl-4-pheny1-1,2,3,6-tetrahydropyridine (MPTP), are all
agonists at TAAR1 (Bunzow et al., 2001). Consequently, the
identification of TAAR1 as an action site for these compounds
may complement our understanding of their better recognized
antagonistic effects at other GPCR or transporter proteins. By
contrast, cocaine, a DAT inhibitor and potent psychomotor
stimulant, exhibited low affinity at TAAR1 (Bunzow et al.,
2001).
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TAAR1 AND NEUROPSYCHIATRIC
DISORDERS
The implications of TAAR1 in neuropsychiatric disorders are
wide-ranging and are summarized inTable 1. PD is characterized
by a progressive degeneration of dopaminergic cells along
the nigrostriatal pathway and subsequent loss of DA in the
striatum (Lotharius and Brundin, 2002). L-DOPA treatment
remains the gold standard pharmacotherapy for PD due to
its ability to partially replenish striatal DA levels. However,
chronic L-DOPA treatment produces disabling motor side
effects such as dyskinesias and motor fluctuations (Lloyd et al.,
1975; Dauer and Przedborski, 2003). Given, the ability of
TAAR1 to downregulate DA transmission, medications that
suppress TAAR1 activation may hold promise for treating PD.
Supporting this hypothesis, the effectiveness of L-DOPA in
reducing parkinsonian symptoms was enhanced in TAAR1-
deficient mice compared to their wild-type counterparts
(Sotnikova et al., 2008). Moreover, upregulation of the β-
arrestin2 pathway has been associated with reduced levels of
L-DOPA-induced dyskinesia, with no concomitant decreases
in the therapeutic efficacy of L-DOPA (Urs et al., 2015).
As discussed above, this signaling pathway is modulated
by TAAR1, further strengthening the idea that TAAR1-
based pharmacotherapies might have implications for the
treatment of PD.
Several lines of evidence have implicated TAAR1 in the
etiology of psychosis. First, all human TAAR genes are tightly
clustered in a narrow region of 109 kb of chromosome 6q23.1
(Borowsky et al., 2001; Bunzow et al., 2001; Lindemann et al.,
2005), which is close to or among a few susceptible loci
that have been reproducibly associated with schizophrenia
(Straub et al., 1995; Cao et al., 1997; Lindholm et al., 1999)
and bipolar affective disorder (Rice et al., 1997; Dick et al.,
2003; Sklar et al., 2008) in linkage or association studies,
suggesting a possible causal role of this receptor family in
the etiology of psychosis/polygenic neuropsychiatric disorders.
Consistent with this notion, TAAR1 knock-out mice exhibited an
elevation of brain high-affinity D2s receptors and dopaminergic
supersensitivity (Wolinsky et al., 2007). In patients with
schizophrenia, increased availability and excessive stimulation of
D2s have been observed during a psychotic episode (Laruelle
et al., 1996; Abi-Dargham et al., 1998). Further, the effectiveness
of antipsychotics to occupy D2s has been linked to clinical
responsiveness and extrapyramidal side effects (Pickar, 1995;
Kapur et al., 2000; Seeman, 2011). Also, greater response to
DA stimulants, such as amphetamine and methylphenidate, has
been found in schizophrenics compared to healthy controls
(Seeman, 2011). These findings reveal common characteristics
of altered dopaminergic activity in TAAR1 deficient mice
and schizophrenia patients, suggesting that abnormal TAAR1
function may contribute to psychotic symptoms. In addition,
dysregulation of the β-arrestin2/AKT/GSK3β pathway has been
implicated in schizophrenia and a wide range of clinically
effective antipsychotics were shown to antagonize D2 receptor-
mediated β-arrestin2 signaling and inhibit GSK3β activity (Masri
et al., 2008; Beaulieu et al., 2009; Emamian, 2012; Urs et al.,
2012). Therefore, the finding that TAAR1 stimulation through
the β-arrestin2-dependent pathway leads to a silencing of
GSK3β adds further support for the involvement of TAAR1 in
schizophrenia and suggests that drugs that increase β-arrestin2
signaling by TAAR1 may be effective treatment for this disease.
In addition, a novel D-neuron hypothesis has recently emerged
proposing the implication of the TA system in the pathogenesis
of schizophrenia. D-neurons are non-monoaminergic AADC-
containing striatal cells, postulated to be TA-producing neurons
(Keiko, 2012; Ikemoto, 2013). According to this hypothesis,
decreased proliferation of neural stem cells in the subventricular
zone of the lateral ventricle leads to a reduction of striatal D-
neurons and thus insufficient TA synthesis. The ensuing decrease
in TAAR1 stimulation ultimately causes augmented DA release
in the NAc and striatal DA hyperstimulation further inhibits
the proliferation of the neural stem cells, further accentuating
DA hyperactivity (Ikemoto, 2015). However, this proposition
is mainly built upon the observation of reduced striatal D-
neurons in patients with schizophrenia (Ikemoto et al., 2003) and
requires further experimental support. Apart from dysfunctional
dopaminergic activity, reduced glutamatergic transmission has
also been proposed as a causal factor in schizophrenia,
particularly in relation to the negative symptoms and cognitive
impairment associated with the disease (Javitt, 2004; Coyle, 2006;
Goff and Coyle, 2014). The NMDA receptor antagonist, PCP,
has been widely used in rodent models of schizophrenia to
produce psychotic symptoms and some atypical antipsychotics
are known to modulate NMDA-mediated neurotransmission
(Jentsch and Roth, 1999; Goff and Coyle, 2014). Interestingly,
selective activation of TAAR1 by both full and partial agonists
has been shown to reverse glutamatergic hypofunction induced
by selective NMDA receptor antagonists in wild-type animals
and mutant mice with NMDA receptor deficiency (Revel
et al., 2011, 2012a, 2013), suggesting that TAAR1 activation
may enhance glutamatergic function. Moreover, TAAR1 KO
mice displayed altered subunit composition of cortical NMDA
receptors and dysregulation of NMDA receptor-dependent
synaptic function, accompanied by increased perseveration and
impulsivity. Moreover, full and partial activation of TAAR1 by
specific agonists reduced impulsive behaviors in normal mice,
suggesting a facilitating role of TAAR1 on cortical glutamate
transmission and associated behavioral functions (Espinoza
et al., 2015). In addition, TAAR1 KO exhibited significant
deficits in sensorimotor gating measured as impaired prepulse
inhibition of acoustic startle (Wolinsky et al., 2007), which is a
known behavioral signature in schizophrenia regulated by both
dopaminergic and glutamatergic mechanisms (Wan et al., 1995;
Wan and Swerdlow, 1996; Geyer et al., 2001). Also, the selective
full and partial TAAR1 agonists, RO5256390 and RO5263397,
respectively, produced a brain activation pattern akin to that
induced by the antipsychotic drug, olanzapine (Revel et al., 2013).
Together, these data persuasively implicate TAAR1 in the etiology
and neuropathology of psychosis, and support the investigation
of TAAR1-based pharmacological tools as treatments for this
condition.
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TABLE 1 | Implications of TAAR1 in major neurological diseases and psychopathological disorders.
Neurological
conditions
Major findings Studies Implication
Parkinson’s
disease (PD)
1. Therapeutic effectiveness of L-DOPA was enhanced
in TAAR1-deficient mice
Sotnikova et al., 2008 TAAR1 antagonists or partial agonist may aid in L-DOPA
treatment for PD
2. β-arrestin 2 pathway signaling is associated with
reduced L-DOPA-induced dyskinesia; TAAR1
activation modulates this pathway
Espinoza et al., 2015;
Harmeier et al., 2015; Urs
et al., 2015
Psychosis 1. All human TAAR genes are clustered in a
chromosome region associated with bipolar disorder
and schizophrenia
Borowsky et al., 2001;
Bunzow et al., 2001
TAAR1 deficiency may contribute to the etiology and
neuropathology of psychosis, in particular schizophrenia.
TAAR1 agonists may be effective in alleviating psychotic
symptomatology2. TAAR1 KO mice had elevated brain high-affinity D2s
receptors and showed dopaminergic supersensitivity,
resembling patients with schizophrenia
Wolinsky et al., 2007
3. Patients with schizophrenia showed reduced striatal
D-neurons, which might lead to reduced TA synthesis
and decreased TAAR1 stimulation
Ikemoto et al., 2003
4. TAAR1 KO mice showed altered structure and
function of cortical NMDA receptors, accompanied
with behavioral perseveration and impulsivity; TAAR1
full, and partial agonists reversed pharmacologically- or
genetically-induced glutamatergic hypofunction and
reduced impulsivity in normal mice, consistent with a
hypoglutamatergic hypothesis of schizophrenia
Revel et al., 2011, 2012b,
2013; Espinoza et al., 2015
5. TAAR1 KO mice had impaired sensorimotor gating,
a key characteristic of schizophrenia reflecting
dysfunction of dopaminergic and glutamatergic
pathways
Wolinsky et al., 2007
6. TAAR1 agonists produced brain activation patterns
similar to those elicited by olanzapine in rodents
Revel et al., 2013
7. Increased signaling of GSK3β has been linked to
schizophrenia, while TAAR1 interacts with D2
receptors to shift β-arrestin 2 recruitment from D2
receptor to TAAR1, resulting in reduced GSK3β activity
Harmeier et al., 2015
Drug
addiction
1. TAAR1 KO mice had elevated spontaneous firing
rate of midbrain DA neurons and increased
extracellular DA in the NAc. They also showed
enhanced sensitivity to the monoamine-releasing and
locomotor-stimulating effects of amphetamine and
MDMA, and to methamphetamine-induced
conditioned place preference
Wolinsky et al., 2007;
Lindemann et al., 2008; Di
Cara et al., 2011; Leo et al.,
2014; Achat-Mendes et al.,
2012
TAAR1 is constitutively active or tonically activated by
ambient levels of amines and controls DA activity, therefore
TAAR1 activation level by full or partial agonists may
regulate the up and downs of the DA system during the
addiction cycle. Moreover, both partial and full activation of
TAAR1 is effective in reducing abuse-related behavioral and
neurochemical effects of cocaine and methamphetamine,
supporting TAAR1-based pharmacotherapy in addiction2. While TAAR1 full agonists reduced the firing
frequency of midbrain DA neurons in mice brain slices,
a TAAR1 antagonist and TAAR1 partial agonists
increased it
Bradaia et al., 2009; Revel
et al., 2011, 2012b, 2013
3. A TAAR1 full agonist reduced electrically evoked DA
release in the dorsal striatum and NAc in mice brain
slices whereas a TAAR1 antagonist increased NAc DA
release
Leo et al., 2014
4. TAAR1 partial agonists prevented cocaine-induced
DA overflow and transiently blocked
methamphetamine-evoked DA accumulation in the
NAc of rats
Pei et al., 2014; Cotter et al.,
2015
5. In rodents, selective TAAR1 partial and full agonists
reduced amphetamine- and cocaine-induced
hyperlocomotion; decreased cocaine-induced
behavioral sensitization, conditioned place preference,
self-administration, the motivation to take cocaine, and
relapse of cocaine seeking; downwardly shifted full
dose-response curve for cocaine self-administration;
and prevented cocaine-induced potentiation of brain
reward function
Revel et al., 2011, 2012b,
2013; Thorn et al., 2014; Pei
et al., 2014, 2015
(Continued)
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TABLE 1 | Continued
Neurological
conditions
Major findings Studies Implication
6. In rodents, TAAR1 partial agonists reduced
methamphetamine-induced behavioral sensitization,
self-administration, and relapse of methamphetamine
seeking




1. TAAR1 agonists enhanced performance in
differential reinforcement of low-rate behavioral
paradigm in monkeys and reduced immobility time in
forced-swim test in rats
Revel et al., 2012b, 2013 TAAR1 may constitute a novel target for medicinal
development for depression and anxiety disorders
2. TAAR1 agonists prevented stress-induced
hyperthermia in mice, indicating anxiolytic effects
Revel et al., 2011, 2012b
Others 1. TAAR1 partial and full agonists improved response
accuracy in object retrieval task in monkeys and
reduced PCP-induced decline in attentional set-shifting
in rats
Revel et al., 2012b, 2013 TAAR1-based ligands may have wider benefits beyond
disease conditions, such as enhancing cognition and
wakefulness
2. In monkeys, selective TAAR1 agonist increased
wakefulness, with a potency similar to caffeine, but did
not have caffeine-related side effects
Revel et al., 2012b, 2013
One of the best documented findings in TAAR1 pharmacology
is the ability of this receptor to regulate the neurochemical and
behavioral actions of psychomotor stimulant drugs, which has
fuelled the notion that TAAR1-selective compounds could have
therapeutic value in addiction treatment. Psychostimulant drugs
exert their effects in the CNSmainly by causing strong alterations
in DA transmission and long-lasting neuroadaptations in
the dopaminergic system (Volkow et al., 1999; Grace, 2000;
Pierce and Kumaresan, 2006). Indeed, the close anatomical
and functional interaction of TAAR1 with the DA system
and the documented role of TAs in brain reward and
reinforcement functions are consistent with this hypothesis.
Moreover, as discussed in the previous sections, studies with
transgenic mice and selective agonists at TAAR1 have provided
compelling demonstration of TAAR1’s ability to downregulate
the monoaminergic response to psychomotor stimulants. Several
recent studies have been aimed at investigating the therapeutic
potential of TAAR1 agonists in well-validated animal models
of drug addiction. Revel and collaborators provided the first
evidence that the partial agonist, RO5203648, decreased cocaine-
induced locomotor activity and self-administration in rats
(Revel et al., 2012b). Subsequent work revealed that the partial
and full agonists, RO5203648 and RO5256390, respectively,
both produced downward shifts in the dose-response curve
for cocaine self-administration and prevented cocaine-induced
lowering of ICSS thresholds (Pei et al., 2015), indicating
that partial or full TAAR1 activation blocks the reinforcing
properties of cocaine. In agreement with these observations,
another TAAR1 partial agonist, RO5263397, reduced cocaine-
induced behavioral sensitization and cocaine conditioned place
preference (Thorn et al., 2014). Importantly, TAAR1 agonists
also prevented context-induced cocaine relapse and cue- and
cocaine prime-induced reinstatement of cocaine seeking (Pei
et al., 2014; Thorn et al., 2014). In the case of methamphetamine,
the partial agonists, RO5203648, and RO5263397, reduced
methamphetamine-induced behavioral sensitization, and self-
administration (Jing et al., 2014; Cotter et al., 2015). RO5263397
also blocked cue- and drug prime-induced reinstatement of
methamphetamine seeking (Jing et al., 2014). Remarkably, at
doses that were effective at attenuating drug-related behaviors,
such as drug relapse and reinstatement, these agonists did not
suppress responding maintained by natural reinforcers, ruling
out non-specific effects of TAAR1 agonists on general motoric
and motivational functions (Pei et al., 2014; Cotter et al., 2015).
In fact, using a progressive ratio schedule of reinforcement,
the partial agonist, RO5203648, decreased the break point
for cocaine self-administration but enhanced responding for
food (Pei et al., 2014), suggesting clearly dissociable effects of
TAAR1 activation on drug- and food-maintained responding.
Although, the mechanisms by which TAAR1 activation decreases
motor stimulant effects are not well-understood, using fast-
scan cyclic voltammetry we have shown previously that
activation of TAAR1 with the partial agonist, RO5203648,
prevented the potentiation of DA transmission caused by
cocaine in the NAc without affecting DA uptake kinetics. This
suggests that the TAAR1 agonist attenuated cocaine-stimulated
DA overflow by mechanisms other than direct interference
with DA uptake (Pei et al., 2014). Together, these findings
demonstrate that TAAR1 agonists are effective at modulating the
neurochemical and behavioral effects of psychomotor stimulants
and lend strong support to the development of medications
targeting TAAR1 as treatments for psychostimulant addiction.
Furthermore, other classes of abused substances such as opiates,
ethanol, cannabinoids, and nicotine all have been shown to
directly or indirectly influence DA transmission. Although, DA-
independent processes are also implicated in the psychoactive
actions of addictive drugs (Tanda et al., 1997; Pierce and
Kumaresan, 2006; Hiranita et al., 2013; Söderpalm and Ericson,
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2013), the ability of TAAR1 to modulate DA transmission still
strongly raises the intriguing possibility that the TAAR-based
approach will form a new generation of medications for addictive
disorders.
TAAR1 may also play a crucial role in emotional regulation
given that TAAR1 expression is enriched in the amygdala
(Borowsky et al., 2001), a key integrative region for emotions,
emotional behavior, and motivation (Phelps and LeDoux, 2005).
The association between TA deficiency and affective disorders,
such as depression, suggests that TAAR1 activation may serve
to stabilize maladaptive mood and emotional fluctuations and
contribute to the effects of antidepressants or anxiolytics. In
support of this hypothesis, TAAR1 agonists were shown to
enhance performance in a differential reinforcement of low-
rate behavioral paradigm in monkeys, reduce immobility time
in a forced-swim test in the rat, and prevent stress-induced
hyperthermia in mice, thus demonstrating anti-depressant and
anxiolytic properties (Revel et al., 2011, 2012a, 2013).
Recent evidence indicates that pharmacological manipulation
of TAAR1 could have wider applications to encompass not
only disease treatment but also mental health promotion.
TAAR1 selective ligands have been shown to enhance cognition
and increase wakefulness (Revel et al., 2011, 2012a, 2013).
Several selective full and partial agonists at TAAR1 improved
response accuracy in an object retrieval task in monkeys and
rescued PCP-induced decline in attentional set-shifting in the
rat, demonstrating pro-cognitive effects including increased
attention, adaptive response inhibition, and cognitive flexibility
(Revel et al., 2012a, 2013). Also, two selective TAAR1 partial
agonists increased wakefulness in a manner similar to caffeine
without eliciting caffeine-associated side effects such as increased
locomotion and changes in core body temperature (Revel et al.,
2012a, 2013). Collectively, these findings suggest that TAAR1
pharmacologymay have implications for cognitive enhancement,
sleep control, and mental health advancement in a broader
context that concerns workplace performance and general well-
being.
CONCLUSIONS
The novel findings discussed in this review uncover the pivotal
role of TAs and their associated receptors in the functional
regulation of classical aminergic systems and highlight the
relevance of TAAR1 as a molecular target to engineer innovative
forms of treatment for neurological disease. Although, the
physiological significance of TAs was not fully recognized
until the discovery of their receptor family, TAs have long
been associated with the classical amines. Neuropharmacological
research into TAAR1, being the only member of the TAAR
family that is phylogenetically conserved inmammals, has gained
considerable momentum over the past decade, largely fuelled by
the development of specific tools to unveil its neurophysiological
and behavioral functions, most notably transgenic models,
and direct ligands. TAAR1 interacts with the DAT and DA
D2 receptors, modulates DA neuron firing rate and DA
release, regulates the biochemical signaling cascades triggered
by amphetamine-like psychostimulants and, when selectively
deleted or activated, has the remarkable ability to influence key
behaviors associated with neurological dysfunction. As a result,
there is growing interest in developing TAAR1-based therapies
for the treatment of a range of neuropsychiatric disorders,
including PD, psychosis, drug addiction, and mood disorders.
Besides, the demonstrated wake-promoting and cognitive-
enhancing properties of TAAR1 agonists may provide a platform
for the design of complementary interventions for other forms
of maladaptive behaviors. However, our understanding of the
underlying mechanisms by which TAAR1 is able to exert
such notable regulatory effects remains scant and future efforts
should be devoted to fully elucidate the molecular pathways
and downstream targets that are recruited by TAAR1 under
a variety of physiological and non-physiological conditions.
Moreover, the development of more refined research tools
such as TAAR1 agonists and antagonists, particularly the latter,
with enhanced pharmacokinetic/dynamic profile will allow more
effective assessment of TAAR1 as a molecular target for the
development of therapeutics in neuropsychiatry. Despite, these
limitations, compelling evidence now links TAs and TAAR1 to
neuropsychiatric disorders and, as further knowledge is unveiled
and better research tools become available to study TAAR1,
we can look forward to a new era of basic and translational
neuroscience research.
AUTHOR CONTRIBUTIONS
All authors listed, have made substantial, direct and intellectual
contribution to the work, and approved it for publication.
REFERENCES
Abi-Dargham, A., Gil, R., Krystal, J., Baldwin, R. M., Seibyl, J. P., Bowers,
M., et al. (1998). Increased striatal dopamine transmission in schizophrenia:
confirmation in a second cohort. Am. J. Psychiatry 155, 761–767. doi:
10.1176/ajp.155.6.761
Achat-Mendes, C., Lynch, L. J., Sullivan, K. A., Vallender, E. J., and Miller, G. M.
(2012). Augmentation of methamphetamine-induced behaviors in transgenic
mice lacking the trace amine-associated receptor 1. Pharmacol. Biochem. Behav.
101, 201–207. doi: 10.1016/j.pbb.2011.10.025
Anderson, M. C., Hasan, F., Mccrodden, J. M., and Tipton, K. F. (1993).
Monoamine oxidase inhibitors and the cheese effect. Neurochem. Res. 18,
1145–1149. doi: 10.1007/BF00978365
Arnsten, A. F. (2006). Stimulants: therapeutic actions in ADHD.
Neuropsychopharmacology 31, 2376–2383. doi: 10.1038/sj.npp.1301164
Baker, G. B., Bornstein, R. A., Rouget, A. C., Ashton, S. E., Van Muyden, J.
C., and Coutts, R. T. (1991). Phenylethylaminergic mechanisms in attention-
deficit disorder. Biol. Psychiatry 29, 15–22. doi: 10.1016/0006-3223(91)
90207-3
Barak, L. S., Salahpour, A., Zhang, X., Masri, B., Sotnikova, T. D., Ramsey,
A. J., et al. (2008). Pharmacological characterization of membrane-expressed
human trace amine-associated receptor 1 (TAAR1) by a bioluminescence
resonance energy transfer cAMP biosensor. Mol. Pharmacol. 74, 585–594. doi:
10.1124/mol.108.048884
Barger, G., and Dale, H. H. (1910). Chemical structure and sympathomimetic
action of amines. J. Physiol. (Lond). 41, 19. doi: 10.1113/jphysiol.1910.sp001392
Frontiers in Neuroscience | www.frontiersin.org 12 April 2016 | Volume 10 | Article 148
Pei et al. TAAR1 Neuropharmacology and Neuropsychiatry
Beaulieu, J.-M., Del’guidice, T., Sotnikova, T. D., Lemasson, M., and Gainetdinov,
R. R. (2011). Beyond cAMP: the regulation of Akt and GSK3 by dopamine
receptors. Front. Mol. Neurosci. 4:38. doi: 10.3389/fnmol.2011.00038
Beaulieu, J.-M., Gainetdinov, R. R., and Caron, M. G. (2009). Akt/GSK3 signaling
in the action of psychotropic drugs. Annu. Rev. Pharmacol. Toxicol. 49,
327–347. doi: 10.1146/annurev.pharmtox.011008.145634
Beaulieu, J.-M., Sotnikova, T. D., Marion, S., Lefkowitz, R. J., Gainetdinov, R.
R., and Caron, M. G. (2005). An Akt/β-arrestin 2/PP2A signaling complex
mediates dopaminergic neurotransmission and behavior. Cell 122, 261–273.
doi: 10.1016/j.cell.2005.05.012
Beaulieu, J.-M., Sotnikova, T. D., Yao, W.-D., Kockeritz, L., Woodgett, J. R.,
Gainetdinov, R. R., et al. (2004). Lithium antagonizes dopamine-dependent
behaviors mediated by an AKT/glycogen synthase kinase 3 signaling cascade.
Proc. Natl. Acad. Sci. U.S.A. 101, 5099–5104. doi: 10.1073/pnas.0307921101
Bergman, J., Yasar, S., and Winger, G. (2001). Psychomotor stimulant
effects of β-phenylethylamine in monkeys treated with MAO-B inhibitors.
Psychopharmacology (Berl). 159, 21–30. doi: 10.1007/s002130100890
Berretta, N., Giustizieri, M., Bernardi, G., and Mercuri, N. B. (2005). Trace amines
reduce GABA B receptor-mediated presynaptic inhibition at GABAergic
synapses of the rat substantia nigra pars compacta. Brain Res. 1062, 175–178.
doi: 10.1016/j.brainres.2005.09.009
Berry, M. D. (2004). Mammalian central nervous system trace amines.
Pharmacologic amphetamines, physiologic neuromodulators. J. Neurochem.
90, 257–271. doi: 10.1111/j.1471-4159.2004.02501.x
Berry, M., Scarr, E., Zhu, M. Y., Paterson, I., and Juorio, A. (1994). The effects
of administration of monoamine oxidase-B inhibitors on rat striatal neurone
responses to dopamine. Br. J. Pharmacol. 113, 1159–1166. doi: 10.1111/j.1476-
5381.1994.tb17119.x
Blackwell, B., and Mabbitt, L. A. (1965). Tyramine in cheese related to
hypertensive crises after monoamine-oxidase inhibition. Lancet 285, 938–940.
doi: 10.1016/S0140-6736(65)91257-2
Borison, R. L., Havdala, H. S., and Diamond, B. I. (1977). Chronic
phenylethylamine stereotypy in rats: a new animal model for schizophrenia?
Life Sci. 21, 117–122. doi: 10.1016/0024-3205(77)90431-3
Borison, R. L., Mosnaim, A. D., and Sabelli, H. C. (1975). Brain 2-
phenylethylamine as a major mediator for the central actions of
amphetamine and methylphenidate. Life Sci. 17, 1331–1343. doi:
10.1016/0024-3205(75)90147-2
Borowsky, B., Adham, N., Jones, K. A., Raddatz, R., Artymyshyn, R., Ogozalek,
K. L., et al. (2001). Trace amines: identification of a family of mammalian G
protein-coupled receptors. Proc. Natl. Acad. Sci. U.S.A. 98, 8966–8971. doi:
10.1073/pnas.151105198
Boulton, A. A., Cookson, B., and Paulton, R. (1970). Hypertensive crisis in a patient
onMAOI antidepressants following ameal of beef liver.Can.Med. Assoc. J. 102,
1394.
Bradaia, A., Trube, G., Stalder, H., Norcross, R. D., Ozmen, L.,Wettstein, J. G., et al.
(2009). The selective antagonist EPPTB reveals TAAR1-mediated regulatory
mechanisms in dopaminergic neurons of the mesolimbic system. Proc. Natl.
Acad. Sci. U.S.A. 106, 20081–20086. doi: 10.1073/pnas.0906522106
Broadbent, J., and Greenshaw, A. J. (1985). Effects of quipazine and of tryptamine
on self-stimulation of median raphé nucleus and of lateral hypothalamus
in rats. Pharmacol. Biochem. Behav. 23, 943–947. doi: 10.1016/0091-
3057(85)90097-8
Brown, J. M., Riddle, E. L., Sandoval, V., Weston, R. K., Hanson, J. E., Crosby, M.
J., et al. (2002). A single methamphetamine administration rapidly decreases
vesicular dopamine uptake. J. Pharmacol. Exp. Ther. 302, 497–501. doi:
10.1124/jpet.302.2.497
Brüning, G., and Rommelspacher, H. (1984). High affinity (3H)tryptamine binding
sites in various organs of the rat. Life Sci. 34, 1441–1446. doi: 10.1016/0024-
3205(84)90058-4
Buckland, P. R., Marshall, R., Watkins, P., and Mcguffin, P. (1997). Does
phenylethylamine have a role in schizophrenia?: LSD and PCP up-regulate
aromatic l-amino acid decarboxylasemRNA levels.Mol. Brain Res. 49, 266–270.
doi: 10.1016/S0169-328X(97)00160-5
Buckland, P. R., Spurlock, G., and Mcguffin, P. (1996). Amphetamine and
vigabatrin down regulate aromatic l-amino acid decarboxylase mRNA levels.
Mol. Brain Res. 35, 69–76. doi: 10.1016/0169-328X(95)00182-R
Bunzow, J. R., Sonders, M. S., Arttamangkul, S., Harrison, L. M.,
Zhang, G., Quigley, D. I., et al. (2001). Amphetamine, 3, 4-
methylenedioxymethamphetamine, lysergic acid diethylamide, and
metabolites of the catecholamine neurotransmitters are agonists of a rat
trace amine receptor. Mol. Pharmacol. 60, 1181–1188. doi: 10.1124/mol.60.
6.1181
Burchett, S. A., and Hicks, T. P. (2006). The mysterious trace amines:
protean neuromodulators of synaptic transmission in mammalian brain. Prog.
Neurobiol. 79, 223–246. doi: 10.1016/j.pneurobio.2006.07.003
Burden, D. A., and Philips, S. R. (1980). Kinetic measurements of the turnover rates
of phenylethylamine and tryptamine in vivo in the rat brain. J. Neurochem. 34,
1725–1732. doi: 10.1111/j.1471-4159.1980.tb11267.x
Bymaster, F. P., Katner, J. S., Nelson, D. L., Hemrick-Luecke, S. K., Threlkeld,
P. G., Heiligenstein, J. H., et al. (2002). Atomoxetine increases extracellular
levels of norepinephrine and dopamine in prefrontal cortex of rat: a
potential mechanism for efficacy in attention deficit/hyperactivity disorder.
Neuropsychopharmacology 27, 699–711. doi: 10.1016/S0893-133X(02)00346-9
Cao, Q., Martinez, M., Zhang, J., Sanders, A. R., Badner, J. A., Cravchik, A.,
et al. (1997). Suggestive evidence for a schizophrenia susceptibility locus on
chromosome 6q and a confirmation in an independent series of pedigrees.
Genomics 43, 1–8. doi: 10.1006/geno.1997.4815
Cotter, R., Pei, Y., Mus, L., Harmeier, A., Gainetdinov, R. R., Hoener,
M. C., et al. (2015). The trace amine-associated receptor 1 modulates
methamphetamine’s neurochemical and behavioral effects. Front. Neurosci.
9:39. doi: 10.3389/fnins.2015.00039
Coyle, J. T. (2006). Glutamate and schizophrenia: beyond the dopamine
hypothesis. Cell. Mol. Neurobiol. 26, 363–382. doi: 10.1007/s10571-006-9062-8
Crout, J., Muskus, A., Trendelenburg, U., and Hobbs, R. D. (1962). Effect
of tyramine on isolated guinea pig atria in relation to their noradrenaline
stores. Br. J. Pharmacol. Chemother. 18, 600–611. doi: 10.1111/j.1476-
5381.1962.tb01179.x
Dauer, W., and Przedborski, S. (2003). Parkinson’s disease: mechanisms and
models. Neuron 39, 889–909. doi: 10.1016/S0896-6273(03)00568-3
Desai, R. I., Kopajtic, T. A., Koffarnus, M., Newman, A. H., and Katz, J. L. (2005).
Identification of a dopamine transporter ligand that blocks the stimulant effects
of cocaine. J. Neurosci. 25, 1889–1893. doi: 10.1523/JNEUROSCI.4778-04.2005
Di Cara, B., Maggio, R., Aloisi, G., Rivet, J.-M., Lundius, E. G., Yoshitake, T., et al.
(2011). Genetic deletion of trace amine 1 receptors reveals their role in auto-
inhibiting the actions of ecstasy (MDMA). J. Neurosci. 31, 16928–16940. doi:
10.1523/JNEUROSCI.2502-11.2011
Dick, D. M., Foroud, T., Flury, L., Bowman, E. S., Miller, M. J., Rau, N. L., et al.
(2003). Genomewide linkage analyses of bipolar disorder: a new sample of 250
pedigrees from the National Institute of Mental Health Genetics Initiative. Am.
J. Hum. Genet. 73, 107–114. doi: 10.1086/376562
Dourish, C. T. (1985). Local application of β-phenylethylamine to the caudate
nucleus of the rat elicits locomotor stimulation. Pharmacol. Biochem. Behav.
22, 159–162. doi: 10.1016/0091-3057(85)90501-5
Drevets, W. C., Gautier, C., Price, J. C., Kupfer, D. J., Kinahan, P. E., Grace,
A. A., et al. (2001). Amphetamine-induced dopamine release in human
ventral striatum correlates with euphoria. Biol. Psychiatry 49, 81–96. doi:
10.1016/S0006-3223(00)01038-6
Elliott, J. M., and Beveridge, T. J. (2005). Psychostimulants and monoamine
transporters: upsetting the balance. Curr. Opin. Pharmacol. 5, 94–100. doi:
10.1016/j.coph.2004.09.005
Emamian, E. S. (2012). AKT/GSK3 signaling pathway and schizophrenia. Front.
Mol. Neurosci. 5:33. doi: 10.3389/fnmol.2012.00033
Espinoza, S., Ghisi, V., Emanuele, M., Leo, D., Sukhanov, I., Sotnikova, T.
D., et al. (2015). Postsynaptic D2 dopamine receptor supersensitivity in
the striatum of mice lacking TAAR1. Neuropharmacology 93, 308–313. doi:
10.1016/j.neuropharm.2015.02.010
Espinoza, S., Salahpour, A., Masri, B., Sotnikova, T. D., Messa, M., Barak,
L. S., et al. (2011). Functional interaction between trace amine-associated
receptor 1 and dopamine D2 receptor. Mol. Pharmacol. 80, 416–425. doi:
10.1124/mol.111.073304
Evans, P. D., and O’Shea, M. (1977). An octopaminergic neurone modulates
neuromuscular transmission in the locust. Nature 270, 257–259. doi:
10.1038/270257a0
Frontiers in Neuroscience | www.frontiersin.org 13 April 2016 | Volume 10 | Article 148
Pei et al. TAAR1 Neuropharmacology and Neuropsychiatry
Fabbrini, G., Brotchie, J. M., Grandas, F., Nomoto, M., and Goetz, C. G.
(2007). Levodopa-induced dyskinesias. Mov. Disord. 22, 1379–1389. doi:
10.1002/mds.21475
Fahn, S. (2000). The spectrum of levodopa-induced dyskinesias. Ann. Neurol.
47(4 Suppl 1), S2–S9. discussion S9–S11.
Federici, M., Geracitano, R., Tozzi, A., Longone, P., Di Angelantonio, S., Bengtson,
C. P., et al. (2005). Trace amines depress GABAB response in dopaminergic
neurons by inhibiting G-βγ-gated inwardly rectifying potassium channels.Mol.
Pharmacol. 67, 1283–1290. doi: 10.1124/mol.104.007427
Ferragud, A., Velazquez-Sanchez, C., Hernandez-Rabaza, V., Nacher, A.,
Merino, V., Carda, M., et al. (2009). A dopamine transport inhibitor
with markedly low abuse liability suppresses cocaine self-administration in
the rat. Psychopharmacology (Berl). 207, 281–289. doi: 10.1007/s00213-009-
1653-x
Fletcher, P. J. (1986). Conditioned taste aversion induced by tryptamine: a
temporal analysis. Pharmacol. Biochem. Behav. 25, 995–999. doi: 10.1016/0091-
3057(86)90076-6
Frederick, A. L., Yano, H., Trifilieff, P., Vishwasrao, H. D., Biezonski, D., Meszaros,
J., et al. (2015). Evidence against dopamine D1/D2 receptor heteromers. Mol.
Psychiatry 20, 1373–1385. doi: 10.1038/mp.2014.166
Freyberg, Z., Sonders, M. S., Aguilar, J. I., Hiranita, T., Karam, C. S., Flores, J.,
et al. (2016). Mechanisms of amphetamine action illuminated through optical
monitoring of dopamine synaptic vesicles in Drosophila brain. Nat. Commun.
7:10652. doi: 10.1038/ncomms10652
Gao, K., Kemp, D. E., Ganocy, S. J., Gajwani, P., Xia, G., and Calabrese, J. R.
(2008). Antipsychotic-induced extrapyramidal side effects in bipolar disorder
and schizophrenia: a systematic review. J. Clin. Psychopharmacol. 28, 203. doi:
10.1097/JCP.0b013e318166c4d5
Geiger, B. M., Haburcak, M., Avena, N. M., Moyer, M. C., Hoebel,
B. G., and Pothos, E. N. (2009). Deficits of mesolimbic dopamine
neurotransmission in rat dietary obesity. Neuroscience 159, 1193–1199.
doi: 10.1016/j.neuroscience.2009.02.007
Geyer, M. A., Krebs-Thomson, K., Braff, D. L., and Swerdlow, N. R. (2001).
Pharmacological studies of prepulse inhibition models of sensorimotor gating
deficits in schizophrenia: a decade in review. Psychopharmacology (Berl). 156,
117–154. doi: 10.1007/s002130100811
Ghaemi, S. N., Hsu, D. J., Rosenquist, K. J., Pardo, T. B., and Goodwin, F.
K. (2006). Extrapyramidal side effects with atypical neuroleptics in bipolar
disorder. Prog. Neuropsychopharmacol. Biol. Psychiatry 30, 209–213. doi:
10.1016/j.pnpbp.2005.10.014
Gilbert, D., and Cooper, S. J. (1983). β-Phenylethylamine-, d-amphetamine-and l-
amphetamine-induced place preference conditioning in rats. Eur. J. Pharmacol.
95, 311–314. doi: 10.1016/0014-2999(83)90653-2
Goff, D. C., and Coyle, J. T. (2014). The emerging role of glutamate in the
pathophysiology and treatment of schizophrenia. Am. J. Psychiatry 158,
1367–1377. doi: 10.1176/appi.ajp.158.9.1367
Grace, A. A. (2000). The tonic/phasic model of dopamine system regulation and its
implications for understanding alcohol and psychostimulant craving.Addiction
95, 119–128. doi: 10.1080/09652140050111690
Grandy, D. K. (2007). Trace amine-associated receptor 1—Family
archetype or iconoclast? Pharmacol. Ther. 116, 355–390. doi:
10.1016/j.pharmthera.2007.06.007
Greenshaw, A. J. (1984). β-Phenylethylamine and reinforcement.
Prog. Neuropsychopharmacol. Biol. Psychiatry 8, 615–620. doi:
10.1016/0278-5846(84)90023-X
Hammer, M. (1997). The neural basis of associative reward learning in honeybees.
Trends Neurosci. 20, 245–252. doi: 10.1016/S0166-2236(96)01019-3
Han, D. D., and Gu, H. H. (2006). Comparison of the monoamine transporters
from human and mouse in their sensitivities to psychostimulant drugs. BMC
Pharmacol. 6:6. doi: 10.1186/1471-2210-6-6
Harmeier, A., Obermueller, S., Meyer, C. A., Revel, F. G., Buchy, D., Chaboz,
S., et al. (2015). Trace amine-associated receptor 1 activation silences GSK3β
signaling of TAAR1 and D2R heteromers. Eur. Neuropsychopharmacol. 25,
2049–2061. doi: 10.1016/j.euroneuro.2015.08.011
Hart, M. E., Suchland, K. L., Miyakawa, M., Bunzow, J. R., Grandy, D. K.,
and Scanlan, T. S. (2006). Trace amine-associated receptor agonists: synthesis
and evaluation of thyronamines and related analogues. J. Med. Chem. 49,
1101–1112. doi: 10.1021/jm0505718
Hiranita, T., Mereu, M., Soto, P. L., Tanda, G., and Katz, J. L. (2013).
Self-administration of cocaine induces dopamine-independent self-
administration of sigma agonists. Neuropsychopharmacology 38, 605–615.
doi: 10.1038/npp.2012.224
Howell, L. L., and Kimmel, H. L. (2008). Monoamine transporters and
psychostimulant addiction. Biochem. Pharmacol. 75, 196–217. doi:
10.1016/j.bcp.2007.08.003
Ikemoto, K. (2013). D-Neuron: is it ligand-producing neuron of Taar1. From
Schizophrenia Research. J. Commun. Med. Health Educ. 3, 2161–0711. doi:
10.4172/2165-7904.1000221
Ikemoto, K. (2015). D-neuron: a new clue for schizophrenia research. Adv Genet.
Eng. Biotechnol. 2, 1. doi: 10.4172/2324-9021.1000103
Ikemoto, K., Nishimura, A., Oda, T., Nagatsu, I., and Nishi, K. (2003). Number
of striatal D-neurons is reduced in autopsy brains of schizophrenics. Leg. Med.
5(Suppl.), S221–S224. doi: 10.1016/S1344-6223(02)00117-7
Ishida, K., Murata, M., Kato, M., Utsunomiya, I., Hoshi, K., and Taguchi,
K. (2005). BETA.-phenylethylamine stimulates striatal acetylcholine release
through activation of the AMPA glutamatergic pathway. Biol. Pharm. Bull. 28,
1626–1629. doi: 10.1248/bpb.28.1626
Janssen, P. A., Leysen, J. E., Megens, A. A., and Awouters, F. H. (1999). Does
phenylethylamine act as an endogenous amphetamine in some patients? Int.
J. Neuropsychopharmacol. 2, 229–240. doi: 10.1017/S1461145799001522
Javitt, D. C. (2004). Glutamate as a therapeutic target in psychiatric disorders.Mol.
Psychiatry 9, 984–997. doi: 10.1038/sj.mp.4001551
Jentsch, J. D., and Roth, R. H. (1999). The neuropsychopharmacology
of phencyclidine: from NMDA receptor hypofunction to the dopamine
hypothesis of schizophrenia. Neuropsychopharmacology 20, 201–225. doi:
10.1016/S0893-133X(98)00060-8
Jing, L., Zhang, Y., and Li, J.-X. (2014). Effects of the trace amine associated
receptor 1 agonist RO5263397 on abuse-related behavioral indices of
methamphetamine in rats. Int. J. Neuropsychopharmacol. 18:pyu060. doi:
10.1093/ijnp/pyu060
Jones, R., and Boulton, A. (1980). Interactions between p-tyramine, m-tyramine,
or β-phenylethylamine and dopamine on single neurones in the cortex and
caudate nucleus of the rat. Can. J. Physiol. Pharmacol. 58, 222–227. doi:
10.1139/y80-038
Jones, R. S. G. (1982a). Noradrenaline-octopamine interactions on cortical
neurones in the rat. Eur. J. Pharmacol. 77, 159–162. doi: 10.1016/0014-
2999(82)90012-7
Jones, R. S. G. (1982b). Tryptamine modifies cortical neurone responses evoked
by stimulation of nucleus raphe medianus. Brain Res. Bull. 8, 435–437. doi:
10.1016/0361-9230(82)90079-X
Jones, R. S. G., Juorio, A. V., and Boulton, A. A. (1983). Changes in levels of
dopamine and tyramine in the rat caudate nucleus following alterations of
impulse flow in the nigrostriatal pathway. J. Neurochem. 40, 396–401. doi:
10.1111/j.1471-4159.1983.tb11295.x
Juorio, A. V., Paterson, I. A., Zhu, M. Y., and Matte, G. (1991). Electrical
stimulation of the substantia nigra and changes of 2-phenylethylamine
synthesis in the rat striatum. J. Neurochem. 56, 213–220. doi: 10.1111/j.1471-
4159.1991.tb02583.x
Kalia, L. V., Brotchie, J. M., and Fox, S. H. (2013). Novel nondopaminergic targets
for motor features of Parkinson’s disease: review of recent trials. Mov. Disord.
28, 131–144. doi: 10.1002/mds.25273
Kalivas, P. W., Pierce, R. C., Cornish, J., and Sorg, B. A. (1998). A role for
sensitization in craving and relapse in cocaine addiction. J. Psychopharmacol.
12, 49–53. doi: 10.1177/026988119801200107
Kapur, S., Zipursky, R., Jones, C., Remington, G., and Houle, S. (2000).
Relationship between dopamine D2 occupancy, clinical response, and side
effects: a double-blind PET study of first-episode schizophrenia. Am. J.
Psychiatry 157, 514–520. doi: 10.1176/appi.ajp.157.4.514
Karoum, F., Linnoila, M., Potter, W. Z., Chuang, L. W., Goodwin, F. K., and
Wyatt, R. J. (1982). Fluctuating high urinary phenylethylamine excretion rates
in some bipolar affective disorder patients. Psychiatry Res. 6, 215–222. doi:
10.1016/0165-1781(82)90009-9
Kato, M., Ishida, K., Chuma, T., Abe, K., Shigenaga, T., Taguchi, K., et al.
(2001). β-Phenylethylamine modulates acetylcholine release in the rat striatum:
involvement of a dopamine D 2 receptor mechanism. Eur. J. Pharmacol. 418,
65–71. doi: 10.1016/S0014-2999(01)00914-1
Frontiers in Neuroscience | www.frontiersin.org 14 April 2016 | Volume 10 | Article 148
Pei et al. TAAR1 Neuropharmacology and Neuropsychiatry
Keiko, I. (2012). D-cell hypothesis: Pathogenesis of mesolimbic dopamine
hyperactivity of schizophrenia. J. Behav. Brain Sci. 2, 411–414. doi:
10.4236/jbbs.2012.23048
Kellar, K. J., and Cascio, C. S. (1982). [3 H] Tryptamine: high affinity binding sites
in rat brain. Eur. J. Pharmacol. 78, 475–478. doi: 10.1016/0014-2999(82)90492-7
Khoshbouei, H., Sen, N., Guptaroy, B., Johnson, L. A., Lund, D., Gnegy, M. E.,
et al. (2004). N-terminal phosphorylation of the dopamine transporter
is required for amphetamine-induced eﬄux. PLoS Biol. 2:e78. doi:
10.1371/journal.pbio.0020078
Khoshbouei, H., Wang, H., Lechleiter, J. D., Javitch, J. A., and Galli, A.
(2003). Amphetamine-induced dopamine eﬄux: a voltage=sensitive and
intracellular Na+-dependent mechanism. J. Biol. Chem. 278, 12070–12077. doi:
10.1074/jbc.M212815200
Koob, G. F. (2009). Neurobiological substrates for the dark side of
compulsivity in addiction. Neuropharmacology 56(Suppl. 1), 18–31. doi:
10.1016/j.neuropharm.2008.07.043
Kostic, V., Przedborski, S., Flaster, E., and Sternic, N. (1991). Early development
of levodopa-induced dyskinesias and response fluctuations in young-onset
Parkinson’s disease.Neurology 41, 202–202. doi: 10.1212/WNL.41.2_Part_1.202
Lam, V. M., Espinoza, S., Gerasimov, A. S., Gainetdinov, R. R., and Salahpour,
A. (2015). In-vivo pharmacology of trace-amine associated receptor 1. Eur. J.
Pharmacol. 763(Pt B), 136–142. doi: 10.1016/j.ejphar.2015.06.026
Laruelle, M., Abi-Dargham, A., Van Dyck, C. H., Gil, R., D’Souza, C. D.,
Erdos, J., et al. (1996). Single photon emission computerized tomography
imaging of amphetamine-induced dopamine release in drug-free schizophrenic
subjects. Proc. Natl. Acad. Sci. U.S.A. 93, 9235–9240. doi: 10.1073/pnas.93.
17.9235
Ledonne, A., Berretta, N., Davoli, A., Rizzo, G. R., Bernardi, G., and
Mercuri, N. B. (2011). Electrophysiological effects of trace amines on
mesencephalic dopaminergic neurons. Front. Syst. Neurosci. 5:56. doi:
10.3389/fnsys.2011.00056
Ledonne, A., Federici, M., Giustizieri, M., Pessia, M., Imbrici, P., Millan, M.
J., et al. (2010). Trace amines depress D2-autoreceptor-mediated responses
on midbrain dopaminergic cells. Br. J. Pharmacol. 160, 1509–1520. doi:
10.1111/j.1476-5381.2010.00792.x
Leo, D., Mus, L., Espinoza, S., Hoener, M., Sotnikova, T., and Gainetdinov,
R. (2014). Taar1-mediated modulation of presynaptic dopaminergic
neurotransmission: role of D2 dopamine autoreceptors. Neuropharmacology
81, 283–291. doi: 10.1016/j.neuropharm.2014.02.007
Leyton, M., Boileau, I., Benkelfat, C., Diksic, M., Baker, G., and Dagher, A.
(2002). Amphetamine-induced increases in extracellular dopamine, drug
wanting, and novelty seeking: a PET/[11C]raclopride study in healthy
men. Neuropsychopharmacology 27, 1027–1035. doi: 10.1016/S0893-133X(02)
00366-4
Li, Y.-C., and Gao, W.-J. (2011). GSK-3β activity and hyperdopamine-
dependent behaviors. Neurosci. Biobehav. Rev. 35, 645–654. doi:
10.1016/j.neubiorev.2010.08.001
Lindemann, L., Ebeling, M., Kratochwil, N. A., Bunzow, J. R., Grandy, D. K.,
and Hoener, M. C. (2005). Trace amine-associated receptors form structurally
and functionally distinct subfamilies of novel G protein-coupled receptors.
Genomics 85, 372–385. doi: 10.1016/j.ygeno.2004.11.010
Lindemann, L., and Hoener, M. C. (2005). A renaissance in trace amines
inspired by a novel GPCR family. Trends Pharmacol. Sci. 26, 274–281. doi:
10.1016/j.tips.2005.03.007
Lindemann, L., Meyer, C. A., Jeanneau, K., Bradaia, A., Ozmen, L., Bluethmann,
H., et al. (2008). Trace amine-associated receptor 1 modulates dopaminergic
activity. J. Pharmacol. Exp. Ther. 324, 948–956. doi: 10.1124/jpet.107.132647
Lindholm, E., Ekholm, B., Balciuniene, J., Johansson, G., Castensson, A., Koisti,
M., et al. (1999). Linkage analysis of a large Swedish kindred provides further
support for a susceptibility locus for schizophrenia on chromosome 6p23. Am.
J. Med. Genet. 88, 369–377.
Lizarraga, L. E., Cholanians, A. B., Phan, A. V., Herndon, J. M., Lau, S. S., and
Monks, T. J. (2015). Vesicular monoamine transporter 2 and the acute and
long-term response to 3, 4-(±)-methylenedioxymethamphetamine. Toxicol.
Sci. 143, 209–219. doi: 10.1093/toxsci/kfu222
Lloyd, K., Davidson, L., and Hornykiewicz, O. (1975). The neurochemistry of
Parkinson’s disease: effect of L-dopa therapy. J. Pharmacol. Exp. Ther. 195,
453–464.
Lotharius, J., and Brundin, P. (2002). Pathogenesis of Parkinson’s disease:
dopamine, vesicles and α-synuclein. Nat. Rev. Neurosci. 3, 932–942. doi:
10.1038/nrn983
Marona-Lewicka, D., Rhee, G.-S., Sprague, J. E., and Nichols, D. E. (1996).
Reinforcing effects of certain serotonin-releasing amphetamine derivatives.
Pharmacol. Biochem. Behav. 53, 99–105. doi: 10.1016/0091-3057(95)00205-7
Masri, B., Salahpour, A., Didriksen, M., Ghisi, V., Beaulieu, J.-M., Gainetdinov, R.
R., et al. (2008). Antagonism of dopamine D2 receptor/β-arrestin 2 interaction
is a common property of clinically effective antipsychotics. Proc. Natl. Acad. Sci.
U.S.A. 105, 13656–13661. doi: 10.1073/pnas.0803522105
McClung, C., and Hirsh, J. (1999). The trace amine tyramine is essential
for sensitization to cocaine in Drosophila. Curr. Biol. 9, 853–860. doi:
10.1016/S0960-9822(99)80389-3
McCormack, J. K., Beitz, A. J., and Larson, A. A. (1986). Autoradiographic
localization of tryptamine binding sites in the rat and dog central nervous
system. J. Neurosci. 6, 94–101.
Mefford, I. N., Baker, T. L., Boehme, R., Foutz, A. S., Ciaranello, R. D., Barchas, J.
D., et al. (1983). Narcolepsy: biogenic amine deficits in an animal model. Science
220, 629–632. doi: 10.1126/science.6188216
Miller, G. M. (2011). The emerging role of trace amine-associated receptor 1 in the
functional regulation of monoamine transporters and dopaminergic activity. J.
Neurochem. 116, 164–176. doi: 10.1111/j.1471-4159.2010.07109.x
Miller, G.M., Verrico, C. D., Jassen, A., Konar, M., Yang, H., Panas, H., et al. (2005).
Primate trace amine receptor 1 modulation by the dopamine transporter. J.
Pharmacol. Exp. Ther. 313, 983–994. doi: 10.1124/jpet.105.084459
Mitler, M. M., and Hajdukovic, R. (1991). Relative efficacy of drugs for the
treatment of sleepiness in narcolepsy. Sleep 14, 218.
Nguyen, T., and Juorio, A. (1989). Binding sites for brain trace amines. Cell. Mol.
Neurobiol. 9, 297–311. doi: 10.1007/BF00711411
Nishino, S., Mao, J., Sampathkumaran, R., and Shelton, J. (1997). Increased
dopaminergic transmission mediates the wake-promoting effects of CNS
stimulants. Sleep Res. 1, 49–61.
Panas, M.W., Xie, Z., Panas, H. N., Hoener, M. C., Vallender, E. J., andMiller, G.M.
(2012). Trace amine associated receptor 1 signaling in activated lymphocytes. J.
Neuroimmune Pharmacol. 7, 866–876. doi: 10.1007/s11481-011-9321-4
Parker, E. M., and Cubeddu, L. X. (1988). Comparative effects of amphetamine,
phenylethylamine and related drugs on dopamine eﬄux, dopamine uptake and
mazindol binding. J. Pharmacol. Exp. Ther. 245, 199–210.
Partilla, J. S., Dempsey, A. G., Nagpal, A. S., Blough, B. E., Baumann, M. H., and
Rothman, R. B. (2006). Interaction of amphetamines and related compounds
at the vesicular monoamine transporter. J. Pharmacol. Exp. Ther. 319, 237–246.
doi: 10.1124/jpet.106.103622
Paterson, I. (1993). The potentiation of cortical neuron responses to noradrenaline
by 2-phenylethylamine is independent of endogenous noradrenaline.
Neurochem. Res. 18, 1329–1336. doi: 10.1007/BF00975055
Paterson, I. A., and Boulton, A. A. (1988). β-phenylethylamine enhances single
cortical neurone responses to noradrenaline in the rat. Brain Res. Bull. 20,
173–177. doi: 10.1016/0361-9230(88)90175-X
Paterson, I., Juorio, A., Berry, M., and Zhu, M. (1991). Inhibition of monoamine
oxidase-B by (-)-deprenyl potentiates neuronal responses to dopamine agonists
but does not inhibit dopamine catabolism in the rat striatum. J. Pharmacol. Exp.
Ther. 258, 1019–1026.
Pei, Y., Lee, J., Leo, D., Gainetdinov, R. R., Hoener, M. C., and Canales, J. J.
(2014). Activation of the trace amine-associated receptor 1 prevents relapse to
cocaine seeking. Neuropsychopharmacology 39, 2299–2308. doi: 10.1038/npp.
2014.88
Pei, Y., Mortas, P., Hoener, M. C., and Canales, J. J. (2015). Selective
activation of the trace amine-associated receptor 1 decreases cocaine’s
reinforcing efficacy and prevents cocaine-induced changes in brain reward
thresholds. Prog. Neuropsychopharmacol. Biol. Psychiatry 63, 70–75. doi:
10.1016/j.pnpbp.2015.05.014
Perry, C. J., and Barron, A. B. (2013). Neural mechanisms of reward in insects.
Annu. Rev. Entomol. 58, 543–562. doi: 10.1146/annurev-ento-120811-153631
Phelps, E. A., and LeDoux, J. E. (2005). Contributions of the amygdala to emotion
processing: from animal models to human behavior. Neuron 48, 175–187. doi:
10.1016/j.neuron.2005.09.025
Philips, S. (1984). “Analysis of trace amines: endogenous levels and the effects
of various drugs on tissue concentrations in the rat,” in Neurobiology of the
Frontiers in Neuroscience | www.frontiersin.org 15 April 2016 | Volume 10 | Article 148
Pei et al. TAAR1 Neuropharmacology and Neuropsychiatry
Trace Amines, eds A. A. Boulton, G. B. Baker, W. G. Dewhurst, and M. Sandler
(New York, NY: The Humana Press Inc.), 127–143.
Pickar, D. (1995). Prospects for pharmacotherapy of schizophrenia. Lancet 345,
557–562. doi: 10.1016/S0140-6736(95)90469-7
Pierce, R. C., and Kumaresan, V. (2006). The mesolimbic dopamine system: the
final common pathway for the reinforcing effect of drugs of abuse? Neurosci.
Biobehav. Rev. 30, 215–238. doi: 10.1016/j.neubiorev.2005.04.016
Podder, A., Dattagupta, J., Saha, N., and Saenger, W. (1979). Crystal and
molecular structure of a sympathomimetic amine, tyramine hydrochloride.
Acta Crystallogr. B. 35, 649–652. doi: 10.1107/S0567740879004350
Potkin, S. G., Karoum, F., Chuang, L.-W., Cannon-Spoor, H., Phillips, I., and
Wyatt, R. J. (1979). Phenylethylamine in paranoid chronic schizophrenia.
Science 206, 470–471. doi: 10.1126/science.504988
Premont, R. T., Gainetdinov, R. R., and Caron, M. G. (2001). Following
the trace of elusive amines. Proc. Natl. Acad. Sci. 98, 9474–9475. doi:
10.1073/pnas.181356198
Raiteri, M., Del Carmine, R., Bertollini, A., and Levi, G. (1977). Effect of
sympathomimetic amines on the synaptosomal transport of noradrenaline,
dopamine and 5-hydroxytryptamine. Eur. J. Pharmacol. 41, 133–143. doi:
10.1016/0014-2999(77)90202-3
Reese, E. A., Bunzow, J. R., Arttamangkul, S., Sonders, M. S., and Grandy,
D. K. (2007). Trace amine-associated receptor 1 displays species-dependent
stereoselectivity for isomers of methamphetamine, amphetamine, and
para-hydroxyamphetamine. J. Pharmacol. Exp. Ther. 321, 178–186. doi:
10.1124/jpet.106.115402
Reith, M. E., Blough, B. E., Hong, W. C., Jones, K. T., Schmitt, K. C., Baumann, M.
H., et al. (2015). Behavioral, biological, and chemical perspectives on atypical
agents targeting the dopamine transporter. Drug Alcohol Depend. 147, 1–19.
doi: 10.1016/j.drugalcdep.2014.12.005
Revel, F. G., Meyer, C. A., Bradaia, A., Jeanneau, K., Calcagno, E., André, C.
B., et al. (2012a). Brain-specific overexpression of trace amine-associated
receptor 1 alters monoaminergic neurotransmission and decreases
sensitivity to amphetamine. Neuropsychopharmacol 37, 2580–2592. doi:
10.1038/npp.2012.109
Revel, F. G., Moreau, J.-L., Gainetdinov, R. R., Bradaia, A., Sotnikova,
T. D., Mory, R., et al. (2011). TAAR1 activation modulates
monoaminergic neurotransmission, preventing hyperdopaminergic and
hypoglutamatergic activity. Proc. Natl. Acad. Sci. U.S.A. 108, 8485–8490. doi:
10.1073/pnas.1103029108
Revel, F. G., Moreau, J. L., Gainetdinov, R. R., Ferragud, A., Velazquez-Sanchez,
C., Sotnikova, T. D., et al. (2012b). Trace amine-associated receptor 1
partial agonism reveals novel paradigm for neuropsychiatric therapeutics. Biol.
Psychiatry 72, 934–942. doi: 10.1016/j.biopsych.2012.05.014
Revel, F., Moreau, J., Pouzet, B., Mory, R., Bradaia, A., Buchy, D., et al. (2013). A
new perspective for schizophrenia: TAAR1 agonists reveal antipsychotic-and
antidepressant-like activity, improve cognition and control body weight. Mol.
Psychiatry 18, 543–556. doi: 10.1038/mp.2012.57
Rice, J. P., Goate, A.,Williams, J. T., Bierut, L., Dorr, D.,Wu,W., et al. (1997). Initial
genome scan of the NIMH genetics initiative bipolar pedigrees: chromosomes
1, 6, 8.Med. Genet 74, 247–253.
Rice, S., Eitenmiller, R., and Koehler, P. (1976). Biologically active amines in food:
a review. J. Milk Food Technol. 39, 353–358.
Risner, M. E., and Jones, B. (1977). Characteristics of β-phenethylamine
self-administration by dog. Pharmacol. Biochem. Behav. 6, 689–696. doi:
10.1016/0091-3057(77)90096-X
Robertson, H., and Juorio, A. (1976). Octopamine and some related noncatecholic
amines in invertebrate nervous systems. Int. Rev. Neurobiol. 19, 173–224. doi:
10.1016/S0074-7742(08)60704-7
Roeder, T. (1999). Octopamine in invertebrates. Prog. Neurobiol. 59, 533–561. doi:
10.1016/S0301-0082(99)00016-7
Rothman, R. B., Baumann, M. H., Prisinzano, T. E., and Newman, A. H.
(2008). Dopamine transport inhibitors based on GBR12909 and benztropine
as potential medications to treat cocaine addiction. Biochem. Pharmacol. 75,
2–16. doi: 10.1016/j.bcp.2007.08.007
Sabelli, H., Fink, P., Fawcett, J., and Tom, C. (1995). Sustained antidepressant effect
of PEA replacement. J. Neuropsychiatry Clin. Neurosci. 8, 168–171.
Sandler, M., Ruthven, C., Goodwin, B., Reynolds, G., Rao, V. R., and Coppen,
A. (1979). Deficient production of tyramine and octopamine in cases of
depression. Nature 278, 357–358. doi: 10.1038/278357a0
Seeman, P. (2011). All roads to schizophrenia lead to dopamine supersensitivity
and elevated dopamine D2High receptors. CNS Neurosci. Ther. 17, 118–132.
doi: 10.1111/j.1755-5949.2010.00162.x
Shannon, H. E., and Thompson, W. A. (1984). Behavior maintained under fixed-
interval and second-order schedules by intravenous injections of endogenous
noncatecholic phenylethylamines in dogs. J. Pharmacol. Exp. Ther. 228,
691–695.
Silveira Filho, N., and Graeff, F. (1977). Effect of tryptamine antagonists on self-
stimulation. Psychopharmacology (Berl). 52, 87–92. doi: 10.1007/BF00426605
Sklar, P., Smoller, J., Fan, J., Ferreira, M., Perlis, R., Chambert, K., et al. (2008).
Whole-genome association study of bipolar disorder. Mol. Psychiatry 13,
558–569. doi: 10.1038/sj.mp.4002151
Söderpalm, B., and Ericson, M. (2013). “Neurocircuitry involved in the
development of alcohol addiction: the dopamine system and its access points,”
in Behavioral Neurobiology of Alcohol Addiction, W. Sommer and R. Spanagel
(New York, NY: Springer), 127–161.
Sotnikova, T. D., Budygin, E. A., Jones, S. R., Dykstra, L. A., Caron, M. G., and
Gainetdinov, R. R. (2004). Dopamine transporter-dependent and-independent
actions of trace amine β-phenylethylamine. J. Neurochem. 91, 362–373. doi:
10.1111/j.1471-4159.2004.02721.x
Sotnikova, T. D., Zorina, O. I., Ghisi, V., Caron, M. G., and Gainetdinov, R. R.
(2008). Trace amine associated receptor 1 andmovement control. Parkinsonism
Relat. Disord. 14, S99–S102. doi: 10.1016/j.parkreldis.2008.04.006
Stratton, J. E., Hutkins, R. W., and Taylor, S. L. (1991). Biogenic amines in cheese
and other fermented foods: a review. J. Food Prot. 54, 460–470.
Straub, R. E., Maclean, C. J., O’neill, F. A., Burke, J., Murphy, B., Duke, F.,
et al. (1995). A potential vulnerability locus for schizophrenia on chromosome
6p24–22: evidence for genetic heterogeneity. Nat. Genet. 11, 287–293. doi:
10.1038/ng1195-287
Sukhanov, I., Espinoza, S., Yakovlev, D. S., Hoener, M. C., Sotnikova, T. D., and
Gainetdinov, R. R. (2014). TAAR1-dependent effects of apomorphine in mice.
Int. J. Neuropsychopharmacol. 17, 1683–1693. doi: 10.1017/S1461145714000509
Tanda, G., Newman, A. H., and Katz, J. L. (2009a). Discovery of drugs
to treat cocaine dependence: behavioral and neurochemical effects of
atypical dopamine transport inhibitors. Adv. Pharmacol. 57, 253–289. doi:
10.1016/S1054-3589(08)57007-4
Tanda, G., Newman, A. H., and Katz, J. L. (2009b). “Discovery of drugs to
treat cocaine dependence: behavioral and neurochemical effects of atypical
dopamine transport inhibitors,” in Contemporary Aspects of Biomedical
Research: Drug Discovery: 57 (Advances in Pharmacology), eds S. J. Enna and
M. Williams (Cambridge, MA: Academic Press), 253–289.
Tanda, G., Pontieri, F. E., and Di Chiara, G. (1997). Cannabinoid
and heroin activation of mesolimbic dopamine transmission by a
common µ1 opioid receptor mechanism. Science 276, 2048–2050. doi:
10.1126/science.276.5321.2048
Tapper, E., Bloom, A., and Lewand, D. (1981). Endogenous norepinephrine
release induced by tyramine modulates intestinal ion transport. Am. J. Physiol.
Gastrointest. Liver Physiol. 241, G264–G269.
Thorn, D. A., Zhang, C., Zhang, Y., and Li, J.-X. (2014). The trace amine
associated receptor 1 agonist RO5263397 attenuates the induction of
cocaine behavioral sensitization in rats. Neurosci. Lett. 566, 67–71. doi:
10.1016/j.neulet.2014.02.024
Tinklenberg, J. R., Gillin, J., Murphy, G., Staub, R., andWyatt, R. (1978). The effects
of phenylethylamine in rhesus monkeys. Am. J. Psychiatry 135, 576–578. doi:
10.1176/ajp.135.5.576
Unoki, S., Matsumoto, Y., and Mizunami, M. (2006). Roles of octopaminergic
and dopaminergic neurons in mediating reward and punishment signals in
insect visual learning. Eur. J. Neurosci. 24, 2031–2038. doi: 10.1111/j.1460-
9568.2006.05099.x
Urs, N. M., Bido, S., Peterson, S. M., Daigle, T. L., Bass, C. E., Gainetdinov, R.
R., et al. (2015). Targeting β-arrestin2 in the treatment of l-DOPA–induced
dyskinesia in Parkinson’s disease. Proc. Natl. Acad. Sci. U.S.A. 112, E2517–
E2526. doi: 10.1073/pnas.1502740112
Frontiers in Neuroscience | www.frontiersin.org 16 April 2016 | Volume 10 | Article 148
Pei et al. TAAR1 Neuropharmacology and Neuropsychiatry
Urs, N. M., Snyder, J. C., Jacobsen, J. P., Peterson, S. M., and Caron, M. G. (2012).
Deletion of GSK3β in D2R-expressing neurons reveals distinct roles for β-
arrestin signaling in antipsychotic and lithium action. Proc. Natl. Acad. Sci.
U.S.A. 109, 20732–20737. doi: 10.1073/pnas.1215489109
Vaccari, A. (1993). The tyramine binding site in the central nervous system: an
overview. Neurochem. Res. 18, 861–868. doi: 10.1007/BF00998269
Van Nguyen, T., Paterson, I. A., Juorio, A. V., Greenshaw, A. J., and Boulton,
A. B. (1989). Tryptamine receptors: neurochemical and electrophysiological
evidence for postsynaptic and functional binding sites. Brain Res. 476, 85–93.
doi: 10.1016/0006-8993(89)91539-4
Velazquez-Sanchez, C., Ferragud, A., Hernandez-Rabaza, V., Nacher, A., Merino,
V., Carda, M., et al. (2009). The dopamine uptake inhibitor 3 alpha-[bis(4′-
fluorophenyl)metoxy]-tropane reduces cocaine-induced early-gene expression,
locomotor activity, and conditioned reward. Neuropsychopharmacology 34,
2497–2507. doi: 10.1038/npp.2009.78
Velazquez-Sanchez, C., Ferragud, A.,Murga, J., Carda,M., and Canales, J. J. (2010).
The high affinity dopamine uptake inhibitor, JHW 007, blocks cocaine-induced
reward, locomotor stimulation and sensitization. Eur. Neuropsychopharmacol.
20, 501–508. doi: 10.1016/j.euroneuro.2010.03.005
Velázquez-Sánchez, C., Ferragud, A., Ramos-Miguel, A., García-Sevilla, J. A., and
Canales, J. J. (2013). Substituting a long-acting dopamine uptake inhibitor for
cocaine prevents relapse to cocaine seeking. Addict. Biol. 18, 633–643. doi:
10.1111/j.1369-1600.2012.00458.x
Volkow, N. D., Wang, G.-J., Fowler, J. S., Logan, J., Gatley, S. J., Wong, C., et al.
(1999). Reinforcing effects of psychostimulants in humans are associated with
increases in brain dopamine and occupancy of D2receptors. J. Pharmacol. Exp.
Ther. 291, 409–415.
Wainscott, D. B., Little, S. P., Yin, T., Tu, Y., Rocco, V. P., He, J. X., et al. (2007).
Pharmacologic characterization of the cloned human trace amine-associated
receptor1 (TAAR1) and evidence for species differences with the rat TAAR1. J.
Pharmacol. Exp. Ther. 320, 475–485. doi: 10.1124/jpet.106.112532
Wan, F., Geyer, M., and Swerdlow, N. (1995). Presynaptic dopamine-
glutamate interactions in the nucleus accumbens regulate sensorimotor gating.
Psychopharmacology (Berl). 120, 433–441. doi: 10.1007/BF02245815
Wan, F.-J., and Swerdlow, N. R. (1996). Sensorimotor gating in rats is regulated
by different dopamine-glutamate interactions in the nucleus accumbens core
and shell subregions. Brain Res. 722, 168–176. doi: 10.1016/0006-8993(96)
00209-0
Wang, G.-J., Volkow, N. D., Logan, J., Pappas, N. R., Wong, C. T., Zhu, W., et al.
(2001). Brain dopamine and obesity. Lancet 357, 354–357. doi: 10.1016/S0140-
6736(00)03643-6
Wisor, J. P., Nishino, S., Sora, I., Uhl, G. H., Mignot, E., and Edgar, D. M.
(2001). Dopaminergic role in stimulant-induced wakefulness. J. Neurosci. 21,
1787–1794. Available online at: http://www.jneurosci.org/content/21/5/1787.
full
Wolf, M. E., and Mosnaim, A. (1983). Phenylethylamine in neuropsychiatric
disorders. Gen. Pharmacol. 14, 385–390. doi: 10.1016/0306-3623(83)90020-4
Wolinsky, T., Swanson, C., Smith, K., Zhong, H., Borowsky, B., Seeman, P., et al.
(2007). The Trace Amine 1 receptor knockout mouse: an animal model with
relevance to schizophrenia.Genes Brain Behav. 6, 628–639. doi: 10.1111/j.1601-
183X.2006.00292.x
Xie, Z., and Miller, G. M. (2008). β-phenylethylamine alters monoamine
transporter function via trace amine-associated receptor 1: implication for
modulatory roles of trace amines in brain. J. Pharmacol. Exp. Ther. 325,
617–628. doi: 10.1124/jpet.107.134247
Xie, Z., and Miller, G. M. (2009a). A receptor mechanism for methamphetamine
action in dopamine transporter regulation in brain. J. Pharmacol. Exp. Ther.
330, 316–325. doi: 10.1124/jpet.109.153775
Xie, Z., and Miller, G. M. (2009b). Trace amine-associated receptor 1 as a
monoaminergic modulator in brain. Biochem. Pharmacol. 78, 1095–1104. doi:
10.1016/j.bcp.2009.05.031
Xie, Z., Westmoreland, S. V., Bahn, M. E., Chen, G.-L., Yang, H., Vallender,
E. J., et al. (2007). Rhesus monkey trace amine-associated receptor 1
signaling: enhancement by monoamine transporters and attenuation by
the D2 autoreceptor in vitro. J. Pharmacol. Exp. Ther. 321, 116–127. doi:
10.1124/jpet.106.116863
Xie, Z., Westmoreland, S. V., and Miller, G. M. (2008). Modulation of monoamine
transporters by common biogenic amines via trace amine-associated receptor
1 and monoamine autoreceptors in human embryonic kidney 293 cells
and brain synaptosomes. J. Pharmacol. Exp. Ther. 325, 629–640. doi:
10.1124/jpet.107.135079
Conflict of Interest Statement: The authors declare that the research was
conducted in the absence of any commercial or financial relationships that could
be construed as a potential conflict of interest.
Copyright © 2016 Pei, Asif-Malik and Canales. This is an open-access article
distributed under the terms of the Creative Commons Attribution License (CC BY).
The use, distribution or reproduction in other forums is permitted, provided the
original author(s) or licensor are credited and that the original publication in this
journal is cited, in accordance with accepted academic practice. No use, distribution
or reproduction is permitted which does not comply with these terms.
Frontiers in Neuroscience | www.frontiersin.org 17 April 2016 | Volume 10 | Article 148
